W N DN N D SN PEE WG G NN G B E N B G e ok W

lndivioust Antma) Date Hocord: Pathoiogy

- 0 32 Yurmingrion Fn Agyiig: Ansp —_ e e e
' Gaoue, :
RNINAL REX  Falg T1S5VE: OQSEAVAT IONT |
nUMaEa

100 wg/hg/day

GO0 F S MsChQSLORIE;
ATl Tisauaa - Witnin aorsal 1imits,
40281 F 5 MACARSCOR)C ;

A1) Yieguma

within noraat |imits.

uo28s F 5 MACAGICOPIC

Atl Tiseuns - Within normal {imisyw.

N

0283 ¢ % WACROILDPIC . 0

Lymph Hoda - {Vuc, enimrged, miilg, n

. tiazéq F 5 CADSCOP]C

ALY Yianuge v Within narmal Yimiie.

TB1-139% i v

YFATE CODESL $:=SCHEPULED SACHLFICC E2SALRIFICEDL 1IN EXTREMIS [aDI1ED UM STUOV




mumm'm.ﬁmuin-&;'h”m’umi&-mmf

todivigus! Animal Omts Kacacd: Palhology
Q 10 'qrn!ml'!n FO Adulte, Rpurg

L
ANIMAL  SEK  FATE! T1SIME. UNSERVATIONS
. HUMBER

100 woleg/tday

50387 £ 5 MACROSCOPLC,
ANl Tipsudy ~ WithIp nacpal | fwmits,
§024e F 5 agﬂg}&l&
A1 TYpauah ~ withia norasl Limite.
60281 F 5 HA LOeLL
AVl Tigsuee - WHIRIN sacoal dimite.
N
. 66292 £ s ACADSEDPLC 0
o ATT TisSues - WHthIn norngl tlmita, ™
’ 50263 £ s WACAOSCOPIC
Stamach, Glangular - Bunowd, wrosiong,. ¢t an, Akia.
'
101 - 1396 -

YFATE CDOES:  SoSCHEQULED SalKIPICF E=SRCRIFICED I EKTREMIS O=DIED ON STUDY




R MM ) NS ZEF NN AR GR MM oty QA LN OS5 WRT O G m R oul

Indluigunt Ming) Dute Aycary

talhotagy

0 ta terminatlon FO Adulle: Rytg

7

GROUA, \ .
AN AL SEX  PATE TISSME: OOSEHVAT [ OnS)
MUNBER
110 mglhp/day
50286 F 3 (] Q) i
A1l Yisauan - within Aofmal |iatte.
50208 £ s u_Ayinigggtg,
Al Ll - dbithin noraal 1imiis.
%0298 LA CROSTOBLL
Al Tisauven - Within nacem) bimile.
0300 F 3 a 1
ATl Tisauda 4 Wihin nocwgl dimits
soa02  F S MACROSCARIL,
A¥l Timausy - Mithia normel limite.
- s ) : ——
FAIE TUPER:  ScSCHEQULED SACRIFICE E25ACRCMICEN IN GEXTREMIS D=OIER ON Lriny

red




WG GE TR G G ON WS 7 BR O ON MO WM S0 U6 AR W Oh we

Individual Ankmal Qute Recorgc: Cutaolugy
Aanita: Rate

GROUR,

ANTMAL SEX FAvE! TISHUE: ORSERYATLONS .,
KUNRER

.

180 ra/hg/day

50363 F & MACROSCORIC)

' KTV Tlaniasg - ¥within normel 1 lmite.

50304 F & BACRQFCOPIC
Alt Ticsuesx = Within neraal | imits,

20306 F 3 lﬂtﬂgitﬂngt
Al Tlanude - dlintp normpl VT imibg.

N
40308 F & MALROFCHPIC 0
1CABCh, Glandulys - Mucoew, ulcyr, focal, mitg . w
' [ rs CRPSERS
ove !&Mch?%hndullr ~ Nugosa, thickanad, =i}d.
¥91-113%

YraTE CODES) SuSCHEDULED SACAIFICE EsSACALFICEDL In EXTREMIS OSGIEC ON STUDY



o

RIS amaaily-

Individuat &oeime

Oata Records Petholoay
Q10 Tarainuiign FO Adutig; Kptn
QROVP,

ANINAL  SEx  #aTe!
NUNQE R

o B WN TE e o ot WD BN G OB BN e @e BN

fISSUE ORSERAVATIONS:
100 agiug/aay
88300 Fos MACAOSCOPICS
Shin

- Ruir thinued.genersltznd, madernty.

1@1-1I88

YeAYE COUES:

S~5CHEPULED BALRIFILE E<SACRIFICED IN ENVNLMIYS  Da0JED ON S57uDy




T N R E  E EEE YT

gl tdunl Antmal Dacs R-rnrm P&tholagy

D1y Termicmtgn LD Aoylly:, Rete

GHOUR
ANINAL 82X ParlE! TILSuE, CASEAVATIONS.
HUMBER

200 ng/Npluny

47405 -5 MA, LyP
i g

within normsed Jlmita.

. 47488 N MACRQYCQPIC,
. Oral Yissunae - Testh braked,upper tncluacs.
47487 S MALROSCAMIC,
Lunp + Opre reat argy, 0.8 u 0.6 ca, !pft, wmadoroiv.
Stomach, Glonuular = Facus, Mycoas, durk rad, 0.3s 0.2 ¢ca, miiu
Thymup Foc1, Hipnt cad, 2 ms, wlly. N
A1)
47468 " 5 MACRLSEORIE | N
All Thausuas - Within normal tiabtg,
47480 N 5 MACROSCOP):
. All Vlssuae - Wighin norme?l 1imdts.
TIAEL ' o~

YFATE CODES, $-SCHEDLULED SACRIF(LE E2SaCRIFICED N EATREMIS O-DIED ON 5TuUDY




. “'-at

individual Animul Oata Rucard; Fathology
0 10 Tyrepbngtiyn FQ Aduits, Kaiy

GAoUR
ARIMAL  SEX  Fave! FLSSUE: OBSEAVATIONS,
HUMBER
80 mg’ha/any
47490 LI BACRGSCORIC,
A3F Tissumn - sithin neranl 1imita.
RALLCR fessoscoeic,
re¥ TiseuBh * Tasth sgla)igned, tnctaars.
-
Ara82 M s MACROSTOP]C
Coanch - Marana, Pocl, rego, p!mtint. 22, trace, pylorie arua.
Traymun ~ Enlargen, 2.0 n 2.0 &4 1.5 co, mogaratu.
47483 [ -1 AL 1
“!g?%ﬂl.s - Withia agrmal Limite,
4vape . 5 MACROSCORLIC,
At Tlesues - wbin poroe ! fimitk.
FEVSVAGS - -

YpatE cones,

Y- SCHEDULEE SACRIFICE

E-SACRIFICED IM EXTREMIS O-~DILO On $TUDY

8é2

e ————y



Engdiet

dunl Anlaol Dats Rocord: Pethoalogy
g1 Yarmjowtion FQ snuitss Vais

GRQUP,
ANSSAL
RUMBER

GEX  FAve' TI83UE:

ODSEAVATSONS s

47486

43438

‘ AT497

47498

Eeli )

280 egikgscay

H]

!agggj?g]g|
dra?! Tlesuas
uagggiqugc;
areé! Tiaguss
£411 Tinsuns

R

DESLOPYC :
Al Yigsuss

- Vaeth brokan, upper tnctdocs,

~ Yookt micxing,w@por Intiaces,

~ Wiknin nareal jfatta.

- within pormel (imite.

- Wirhia nuredd bimics,

ToT- 1908

Y0ATE CODES:  S=SCHEDWLER SACREFICE

EaSACRIFILED IR EAVREMIS Doplto Om STUDY

6862




PR GNP
PO e

winre - . . ie, . . . . R . JTEN . . S

tndividual Antmat Dats Record: Patholopy

- . Q ta Tyrmipption € Adutis, fipty

LROyR,
Animal  sen  Fare! TiSsuL, ARSERVAT IONS .
wuNBLR .

80 mp/hgfday

e 47500 " ] & pre
tvae -~ Palm, genaretized, mtta.
- Stomach, Glanduler ~ Wucoks, fock, Oprx rad. PINpatnt, mild,
LT TR BACROSLOP)C,
AT Vimmuss - Within anrmal Viasty,
Al
Aa502¢  ®m & BACRESEOPIC
s &11 Tigpsuos = Witnhin epcaat Pimibg,
. W
[~
47602 [ Y ALHOSCORE S,
'e'a,..u . Foct. red, @impetnt ta § am. mila. =
224 L] L WALROECOPIC
AT Yisauas - Within aoraal dimfre,
* 1
.
Y81-1d66

YEATE CODES: SoSCHEDUNED SACALFICE E=SACRIFICED 1w EXTAEMSS D:=DIED O STURY




23

A

2,

fopiviguel adnimsl Oats Record: Puthology
|12 | ik

L {

GROUP,
.- ANRMAL  SEn  FaTE?
N NUMBER

t tang F ulig:

160 wolho/day

TISSUR) QOSERVAT IONS
47505 L Coe
Kedrmy, ~ nydronsphros (s, cight, mitg,
atnos M 5 WACHUSCOPIC)
&1 Tissuss = wlthin avemal timita,
42807 NS £081C

47509 M S

AYE Tisauas

MALRDSCOPIC:

Witiite aorapt timity,

Ridnay - HydronmMrosis, right, aiin,
47609 L CRRIC

&3y Tigpues - Within noramt timicy,
¥B1-1308 ~

YFAvE CODES:

S«SCHEDVLED SACmriFiCe

E-SACRLAICED In £XVREMIS DeDICO OM SYybv

log

g o " s * :
by Db o okl aaac o T T . .. :
¥R S . . . (I . L . ) . } IR
1 s a8 i m w“ *‘. ¥ B u_. 3 " .m . _ ‘ “ ‘ w “




Indivicnikl Animal Data Hecore: Patholggy

@ .%o Tgcalpation FQ Adulilz; Rty

GRAUe,
ANIMAL  SER  Farg? TISSUE; OBSEAVATIONS:
wifnrn

XG0 cg/uglday

47510 N3 ngumua
A1 Tlaspumm - wWithin hormst jimtse.

4151} L] NACRDSCOPIE; :
Alt Flesusm - Wignin noraal bimits.
42 L3 SACRDSCOG I,
Lymph Nods, Mandibuisc = Enlprgaa.miid, right.
i < g
4TE1 [ MACROSCOP]
At Nuu-%" - Wienin aorest Yimits, N
47814 4 s !&EER.?ME&
ARE Tipsuas - Withtbn nurmpt 1isicy,
0 -135 )

IFARE COUES:  BeACHEDULED SACRIFICL E-SACRINICED TH ENTREMIS 0=DIED OGN STUDY




T T e o o . - ’ .o - . . . . .. 2 RN
< b : ) . . . i - . .. e . e - . . . KA
i . < 0L : . - et e eeengte a3 S, 3 . .

Indludtusl Amimar Bziz Bayorg., Peihsisgy
L+

— te Yermunation FQ Agyuiigy Rete
GhQUre,
ANINAL sEx  pavge! TISSNE; OASEAVAT IONS .
HUNEER

250 ag/naiany

43515 ® S HACRDSCULLIL

Kit Tigsuse ~ wicnin normel 1imits,
4754 n o MACHQSCORIC,

Lung = HEXQrTROQA, ACSRpROtIC, snvurd, all toues,

Traches « ¢it1ed uith ¢rathy Ciuvid, quuile.
47617 ¥ 3 CROSCORIC

ALY Tisswee - Hithin agraal isite.

%

47848 “ 5 MALROACOPIT ;

AT Tiecuns - WIthea narmal (imlas. W
47510 @ 3 . MACAGSCOP]

orat ¥i{soumo - Touth wisaing.upper rignt lacigapr,

oy ...

lPare cOBES:  SeSOuERULED iﬁf;ﬁlf’lit EoSACRIFICED 1H EATREMIS OQeOIChH O STUDY
*

R~ 1208




R N o R D O OB . N W G W O o o o asy

tolvidunl atmat Gatz Regord: Paihgisoy

0 te Farminatign FQ Aduits: Raje .
LADUP, i
ANIMAL  SEx #arg! TLesuE,; GOSERVAT NS,

HUWGER

A0 mafma/day

s0aL7 £ g MACRORCOBIL,
A31 Tikauss - within sormal tiamien,

1EATE CODES: SoSUMROMLED SACNLIFICE E<SALALIFICED [N EATREMIS ReDIED ON STYDY

: gaz s MACRASCORIC,
) $hin - #atr wvdango.gensraltand af jd,

§:
&3 F 5 MACRQSCORIC, N
AV Vizsvun - wiehin oocwal Fimizs, E
. 1 K.
60910 [ 1 NALR 1€ G

Liver = Aahysions t& Jiephragn, atig, csdian 10Lw. re E
Stomach. Giandular -~ Mucoka, srastons, 1 om, wiid. N g
.
N !
oqadse £ 5 NACROSCURIC !
Eyn ~ Cornaa gluvdy, right, snesre. g |
{
!
i
R
:
il
!
¥
:
.' [
101- 1308 ;
{
|




Indivigwel Animet Gais Rucorat fataciogy

B tp Yarstnption PO Adulte: Rets

(ASERVATLONS ¢

SREUP,

AniMaL  SEX  FavR! TIS5U6;

NUMSEH

260 ma/ugiany

s0axs F 3 3 £
Al Tlasuss

0322 LA MACROSCAPICH

0025 F 3

60328 F 5

B0#27 L

AT) Tiasuaa
LHROSCOPIC,
AME Tipsues

SATROSEOC 1 <i
Lung

BACRU ;.
Al Tinoavas

= wichin normal 1imite.

v Withia aoraat Itnits.

- Witnia normet fisits,

- Conganifan, wodsrata, right coantal wng stddly 1oNes,

~ Wilhin norep) Fimie,

TATE

CODES.

SeRCHEDULED SACRIFECE

E>SACRIFICED IN EXTREMIS OwDEED Tht WTUOV




.. - . . . - s, B L. L) . e - . L. ., . . .. B
v o oy - T - - N . le - e S . J B - 3 4 e Lo LTI Lt . . * . u “.

[asbw bgazal Antmatl Daie Facords Pacthoalogy

P tu Yprenpiion §6 Afuiis; Szl -

LROUP , )
anfmel  sex  FavE! TISSUf, UBSEHVATIONS
WUMDER

295 ma/hglany

60518 F 5 CROSLOIG)
gemunh. Siantular - Mutoea, ulcer. foomi, wilg. :

sty £ S UACHOSEQRIL,
RYY Tlasuew - WIthin nurwal $tarte.

a3 0§ MALECDPIC, iz
AYY Teesues -~ Within narast Hnits,

stagt  F 5 ALROSCOPSE;
[

0%

Feci,rag, 1 mm, multtionar mild,

w0332 F s l’b&&!ﬂ’.‘%&u
stoppth, Glenguine - Mutosd, Foci, bisck, | te X sm, doderore;
Hutved, thicheney, anderate.

Iraff CODES: ScSCHEDULED SACR(EICE ESACRISLCEG [f EXTREMKS DOeDLER ON SYuDv :1:» 3

Tar-130s




G R R BN @S W SR K @Y N O G U ON 5 Gl SN O ol

Ingtviduef Animal Dalu Record: Patholagy

Q0 lo Termbngglon FO Aduits; Pyte i
GROUP,

ANLMAL  SEX FAvE! TISSUE. OBSERVATLONS:
NURDER

U Rp/ep/cay

0333 L HEE%.!S.‘LELC.L
ATl Virauwn = MithIN normal limits.

60334 F 5 MACROICORLIC,

Kldngy - Hotdled, capsuty, left, mlid,

Stomach, Glandulac = #ucoem, ulicer, muitifacal, wila.
80438 [ MALROSCOe:C;

Uterul - Cyat multifoca? vlisters! miia

W

60217 ¢ 3 MACROILOPIC, o

&M Tiseuos = Withla qurmal bemtgs, ~3
50338 F 3 MACRDSCOPIC

Liver - Fori. rea, v to 2 an, muitiloger,aiig,
iSt-1ae6 e - ~ T T

"ER1E CLUES:  $=3(HEDULED SACRIFILL E=SACRIFILED IN ERTHEMIS DDIED ON STUOY




AhilieL Pata

Individupl Animal Deds Recerd; Pathotagy
9 310 ] hia.slnn fn

GROUR,
ANTMAL SEn  FATE! Yissue, QUSERVATIONS:
HUMRCR

I8 mp/ugsdey

soBRe F o3 HeagLORLE
| LT TY - Within acranl [iaite.
60941 F 3 ?-S"!!fcu"l&
1Y Ylasusn ~ WIthin ocres! 1tmice.

50342 8 & wACRasCOPIC,
Long - Foeug, fod,. ) s, milg, lwft toba,
60344 F 5 ACROSLOP
ALY Tiasuae - within normgl 1imivs,
843348 L L
all saues -~ within narmal limite.
T61-1366 T o

Yyare CODCS:  $=SCHEDURLD SACKIFICE E-SaCRIFLCED I ENYREMEIS DaQiED ON 3TUDY

;n‘-inuu'ulnﬁnnnn.'




25 Wh B &M DR WL O P BN O SD TR OEE B Nl W S e e

Individuat &nimet Data l-:t:dl Pethaioay

13 0 Utgr in [T Lign L1 S
LROUP, )
ANLISAL SEX PAaTE TESSUE, OBSERYATIONE:
HYMaER

Q ag/hgsany (Control)

40208 f 3
A LTYLY) - Nithin noraal Jimite,

BIZIO F s WML
[ - Within natmel liaite.

ot F 3 5 3
All auude - wirnin novas) Ytmits.

£0¢

s02%3 F s ﬁ!mj_g_
taduss - Witnin nocedl 1imits,
B62x2 L acagacon €y
Tinsusa -~ Within nocwal 1tadte.

TR1-1288

TEATE CODES: 32 6CIBLRAED SACAIFICE CrSACRIFICED TH EXTREMIS 0=0{€D QN STUDY




-

Ineividual Animal Dats Recerd; FathaeloQy
13 Oay Yygring Fapalnption, £Q Fomple; ®atn

GAOUR, '
ANEBAL JEXK FAYE TISHUE, CHSEAVATIONS:
WUMBER

@ mashprony (Contral)

80224 F 5 MACROSCORIC)
AVl Tinaues - Withvin narmal Jiwtta.

50225 L SACADSCOPIG,
AlY Tissuea = Within Aurmpt Bimite.

50228 s HACRQaCOPSC,
AlY [ TI™ Y

within narmad Jlelis,

7
80232 F 3 Eﬁ.ﬂgML -
A taauns = whinln normal Jimsitp, G
‘
) s0RI% (I MACPOSCORIC
A1l Teapuon ~ Mittien AGrmal timitn.
T & .

'PATE CODES. SvECMEDULED SACHIFICE ExSALRIFICED IH EXTREMIS O=Bl€p ON STQOY




-

DA PR AR S i

Individual Aninp) OUate Record: Pathalegy

1) Dyyg Uiwcing Cogminakign, 7 fyrnig; Agiy

GROuP

ANLMAL,  SEx  Fare! TIS5UE; OBEERVAT LONS ¢
nuuasn
10 mgshasduy

50240 L W&
Y ssuen -~ Wianin aarsat 1$sdve.

6C49 [ ACR .
(Route -~ With(o nprep) 1imite.
’ #0281 *+ 3 aglmm
in - Sce, D.2 cm, mi)d, hamd.
, a
0284 P S PACROSCOPEC, ~
AT) Tiusvas ~ withia pormal timiey. —

sorss  F % BRCAOSCOPIC:
Tigeuas = Within noreat timiis.

B~ 1398
' TFATE CODES: SwSCHEMULED SACHIFSUE PBeSACALFICED EN CXTAPMIS DsDIED DN STUDY




g L S St O S A S A

NS oM DN SR @R B R LD G NS O G 2 R B W EE R =D

Indivious] Anisg? Data hacords Pethedugy
I3 Box Vepripm Cappination, £O Cempip, Gaty

BROUP , '
AREMAL SEL  FAYE TIisSsvky OBSERVATIONE
NUSPER
1 marapfdey
sorae F 5 MACROSCOPIC,
Livyr - facl, white, 0.1 t0 0.2 cm, mitifocatl, afld.
' sursn  # G WORDECQRET, .
Al Tiawiep ~ Whthin agreal }imitn.
&0371 Fot WACRORCOeIC, ‘
Tissuas ~ Within noraal limf¢g,

8072 L MACROsCoPIC,

413 T{asuew > within aormal lindtm,
fb2r4 £ 3 BACROSCORLE;

AL Tinauew - witnin cormpl 1fmbcyn,

2le

YEATE TODES: S5eSCHEOULED SACALIFICE C«GACRIFICED I&t ENTAEWMIT OoDIED On LTLUOY




Individual Anlesl Oata Record: FRatnolapy

_13 Cay Yiering Ersmingtiyn, FQ Cemalg: fate
KROUP, .
ANEIMAL  SEX PATE TESSAEL GBSERYVATIONS
- WUMEER

.

.
100 ma/hg/day
sozas & s gACRRECOPLE,

. ANl (T L) = Witain noraal Ismita,

50288 £ 3 PIC
Eys - Catarnct, righi, eavere.

Eosse LA ‘_‘S!Q}S.DLLQJ. .
Al Tiasves -~ Bithia ngemal timtty, .
Bordd £ £ MALROICORIC, “
A1l Tiasuss ~ Mith'p ngowat 1imtky, t

D264 £ 5 Wﬂ& '
A »une = Within ngremml Yiclta,

T3

YFATE CODES: S8SCHEDULED SACALE ICE EoSALRIFICED IN EXTREMIE G»QIBD ON $TUDY




AN |

Tl E R EEE R EYE EEEE EEEEE B O

[ogivicus! Antmal Data Rsters: Pathalogy
1) Lpy LDtyeiny Expmingtion, FQ Fempig: Ralg

N GROUP,
aMidal,  SEx  Fate! TISSUE, GBSERVATIONS:
HaBER

100 mg/np/day

50397 L

At Tlusuwem ~ wWithin naorsal )imics.
s04eE rs HACHOECDPYC,

A%l Tisaves = Withta normal limttn.
6420t r 3 MACH

A Teuen « within normat 1imive.

w

sesnr F § MALROSCOwIC: -

411 Ttesuis - Within nomma) Simits, Y
S0 1D £ S MALRASCQRIL,

Al Titmupp ~ Nithia naraal )imitp,
Wi-T%5

UFATE COGES: S«3QMIOULED SACAIFLCE €nSACRIFICED IN EXTREMIS O<OIED OM STy




Individual Anima) Dgis Racord: RaINpiogy

13 Ogy LA ‘ne Eryminptjon, D Paepig: Rpts

GAQLP, '
AMIMAL  GEX  FATE Ti53uE UBSERVATIONS
HUNBER

200 u@lkp/any

LT TE R NACBOECOPIC)
Lung = foct, rud. plapetnt to ) am, mild.
$hin » Hair laas, mild, venirgl phooasn,

0314 F 3 M&
Al Tigeums = Within normal liaive,

0N S £ 3 11
Al ddueé v Within noraml 1imtce,
“
vl
20917 S mg.isgﬂ_a v
All Ttenuns < MIWRIA nocmbl Yigtta,
0320 r s BAGRAOSCOPIG s
RIY Figseuss ~ wWithin norma) Y4mits.
f
¥81-1385

YEATE CDOES: S=SCHEBULED SACRIFICE FeSACALFICED Iy EXTALWIS ORDIED OM sfvoy




. R CECE B BEBIAE "N E B N N N N N N O

Lnatuidus! Anteal Nata Aecacd)  Pathology

10 Doy Ytacinpg €saminatlon, FQ Fanple, Rplp
woup .
ANISHAL sex  Pars! Tissve, OBSEAVATIONS)

260 mg/ag/iday

50323 F s I&f.‘.!?ﬂlﬂﬂ
V) Timauwa

wWSkhin narag! |ietty,

BUIZA s Hpi&{&iﬂh .
ATl Tiewywe WAENIN narmal 1imice

s03te F s MALROSCOP)IC,

All Thaavas = Within normet Tlmity,

W

(LT s B4SBOSC0PIC -

Xldngy = Hydranspniania, «lIpht, alid. o
80343 F s MAGROECORIC :

All Tlaswes = Within ngragi (imtig,
- 126%

1#aATE CODEE, SaSCHEDULED SACRIFECE Ew$ACALPLELD EN E€XYREMLS DoDIED ON STUDY




S5 oM D TH ER DS W AN DN DB BN bR G SN NS O GR B G

317

APPRYDIX C
Historical Concrel Data

Individual studias bave been - ‘bjested to Quality Aseurance gudic,
the following compilacion of data has mot.

191-1395




Fila 9 Pege 1
(H0C Hlatorical Control Qota: Rat Casarean Sectlon
Sourca:  Chaclet RAlver Strala: age e
Indlvidual Stodles: Hoterpg) opd Fete{ Obserwptipns at Cosurwom foctine
Study W, ] 4 3 4 L] L] 1 L] 9 a u 12 (3] 1]
Bata; APTROE VI/BAN 12/83) 2/88) /84l 3/R4] S/AY B/RA] S/as) s/ms) 6/ua) 6/8d] 1/Bd B/Ae
Mo, o enimals ta coatrol grpup: 20 F{] Pl F 4] ;] 24 22 29 N 25 ) e ] 2 3
M. ¢l gnipaly ¥thet Jles: | t [ [} ] 0 0 0 ] [ ] ] 0 ['] []
Ho. of anfmals exsml u ¢ o) N Fi) Fy] 2] » Fid il 3 n A ¥y 15 ]
No:_aongravid: ] ] 9 2 6 9 ) ! 2 ° 4] 4 5 2
HNos gravid: 20 20 20 23 (1) 17 19 24 23 25 75 2 | 20 25
Hg. of demy vith resorptions only) -] [] [] | [] [} ’ ] [ (1] -] (] 4 (]
M. ot dyms yith |fye tetuene 20 | ot 2 | re §ovo f9v | ve |24 ¥ 2y ) 25 {90 [ |0 ns
. Nee ot Jeve fotureny/dom: Pia0] #3,7] 1330 2.tf e3.t) 3630 2,00 14.90 14.6] 14.0) 13.9] 94.5] 13.8] (4.2
Na. date r tions/damt ool ook o) o0t o.0f o0} oc.08 9.0] o0] o0 o)l 0.0 00] 0@
Nos warly cessrotions/den: 0.9 t.3F o0.%) 1.3 0.0} e.0i 0.9 o7 o) o9y 1.2] o6l 10y i@
e, _poatispi tion | dapt 0.9 1-3} 0.8 1-31..0.9 9,73 0.9 Q.0 2.9 8.9 1:3 9,8 1.0 1.0
o No. twolpniabions/dom; )01 15.00 138l 13.4] ¢3.9f 94,00 3,90 15.e4] 12.5) 149] t9.1] 93,4 (a.6f 13.2
e M. corpora futen/dem <2000 14,30 16,40 199} 9630 16.41 19.9] 16.9] 12.0] 13.6] 16.3) e7.2f 17.6] 186
. 143: L0373 1029 RI33:; Y40 R U9ss | 040c | 173: Jad9: § 182: [ 172: § 2z § 1d40s | 176:
[etat sux ratioc  Mole:f [] ys5a nr 4 146 13 13 120 § 184 85 | 188 17 166 132 17
WMapp fatal body padght tgi: 3.9] 3.4¢ 8.0} 3.40 3.9F .30 360 3.6] 3.4 5.4 36| 36] 3v] 33
Mppp adiustedd gaternal wolght che igh: N oMA ] M NA NA (LR, Fa) [ M NA HA HA MM
st ‘unagjossed® matarps) body wo(ght Jed_ 3027 1955 k136 Pues e 1015 32 Ju46 Jraz 3¢y ges Va2 Jise |
Placental_walaht dg) (L0 N A T T T T T T T

OWalght change of dem minus thw welgnt ot tha uterus

"H-G'M chenge ol dim Inclodiag wterus
NA Mot Appléconl

a
Tha dNistorical confrol date updeted Noverbar 1907 (ncludes dara fran atydiss tnrwlagting October F98) fo Aprli 1997,

191~-1395
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Flla 5 Pagn 2
IRIC Mistarical Contrgl Data: Rat Ceserean Sectton
! Source: Chacdes RAlvec Strota:  COBS® CO®
Individusl Stpdiog; Ma al and U votipns pt Casarnan Sactios
' Sfudy Wo. (1} 16 (3} 1] 9 20 2t 22 a3 24 % 2
Dyjep 9784 | 30/84] 12/88) /05 ’__g_l_n_l 5/a3) 88| 5&1 Mﬂg /850 a3t b/83] Bsus)
No: of sa ] ! 23 2 ! 29 ) 23 20 28 25 ol 3 23 23
Mo, of snisals Thet disd: [ [] b4 [ (1] (1] a 0 a ['] o 0 q ]
Mg: of palmals exemned ar Onsprasnsecviant | 35 1 23 | 20 | 28 | » Fops | 20 | o0 [ [ oo | 28 oo | s |28
Na._songravtdy 1 3 3 2 [} 4 1 & ] ) ] 3 ] [} []
_ . gravide o 12 P ) 23 21 n 1 2 2» g 3] n 2] ")) il
___ Mo, Of dams with regorptfony emiy: o ) o ) o L] (] (1] a [] 3 a [ )
——t2e 0f dpow with thvp jetusws; i< 22 24 3 N 4] n 23 23 0 21 2
e HNo. ot tive fehrses/idam: 14.40 M4.4l 13.70 R4.70 12,70 03.0F 4.2] el 1320 34,90 19,31 #2.70 93%.910 14,3
. )s : 0.0} o.0) o.0] 0.0 09} o.0F ool o.of sobf a.p] o.0] o0 o.6] o0 ¢4
' s/ dan: o8] .0} 1.6° 1.¢] o7 0.0 0] o.7] o8] o0.0fF .08 (.p] 93] t.0f —
e 3. _postimploptation Borses/dem: Q.4 1.0 1-9] 1.2) &.2] 0.9 s.0] o0.7] o8] e.6] .0 1.8 0.3 1.0 At
s Jmpt 4 dane 13:2) 13.4) 13.@0 15:-84} 13.4] 4.8} 3,1 5.2] 14.5] 1%3.3) 76,31 14.8] (4.8 1%.%
- cnrpors (ubea/dam: 6,40 16.2] 19.4] i5.4) 14 15.3 2] 16:21 16,3] (6.0F 97.3] 18.4] 36.7] 3t.0
$70: § E52; | #58: | 127: Q130 Q04D fA4d; | A85: | 178 | 1991 fiso: Jaway | 141y sy
Fatn} sou catin: Hate:Fomate 176 [1}] 14 160 1209 149§ (39 | 198 166 1 133 ! 111 138 ] 142 F
Megn (etal hody welght (gh: 2.6 1,4] S5.4]1 3.41 3.3 S.4F S5.4] 3,4] 3.3] 3.4] 3.4 3.2 3.2 hS -]
fasn atlucyeds wmaterast body wmight A HA A WA L W . MA_ b OMA 4 44
Mean gasgluntes® saternal body ssignt 134 ie) 13 1 a8 12 1490 bes2 1 ra3 147 {Jd9 | ed9 ] 107 113 3t
Kaan Piacanyal Wsight fg1 NA LTI ) NA A MA R A L) L) MA | NA MR

Siglght change af dam salnus the vaight of iha yiorus
Buelaht change of dum Inclodiag wterus
NA Kot Applicenle

1911395
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1C Historieal Crntral Oute: Ret Cusorasa Sectlon
Sogroe:  Charies Rivaer Sirala: COBS® LD
tndlvidua) Studlent Mojornm F, Observet at Ca 80 _Suell
Study Ha. » N 1 ” » M » 3 n 3% 39 o 4 42
Data; 9851 /898 10/9%] 11 lrasq 1j/p 1 ni/an] 12/88] 32 27860 /068 /el Nsesb 4/BS
Mo, 6t an) I ro| e} Fy ) Vel 25 {0 Y 23 % Fs-] 23 2 4 2 25
Ho. ot sqimsis ghat dipd: i ] '] o 0 ['] o '] L] e [} - S § ] k.3
W, af goinets acpmined et Cyppresa segtlon: F o) 25 23 3 3 Fel b3 ) -} %t 20 1 b i) b ) 2]
No- songrevid: 3 2 2 ;] 2 2 )] [] 2 ) i) 3 k3 3
Nos gravld: 22 3 2> bl 23 21 24 21 20 M 13 27
Ha. of dewy w)ty resprafions gn)ys 3 'd ] 1] [ 1§ [ [} [1] o a [ [} 1] 9
Ho. gf dsns with [lve irfyyos: 2 a5 v 75 |20 | 3y [ ] 24 §oov b8 b)zo |za dzo fnn ) o
Ho, of |lye fetuson/dam: $9.47 2.3 13,71 13.0 5 ¢f 19,97 14,2¢ 1587 13.5] J4.9F 35.408 13,94 14.3] He w
o, #hong/du: o#t o0of o.0f oy o6l aol o.0f ao0] o0 o0 sof ool ool aef N
Mo, early ravorptions/gamt 1.3 0.4 L3 0.4 0-9 1. 1.0 e85 t.3 1.8 1.7 [N 1:7 0.9 o
5. _postisplantation losasesdpm: 1.4 o9 _1-2 0.8 0.8 1= 1s1 3 1.3 P2 }-2 G.49 1.7 0.9
Nae Ipptati 3 1§, 35.1) 16,99 13.8) 186.3] )5.0] {%.3] 18,3 19:8] 15,50 .00 4.7 14.0%F (4.8
No. A b 'doa: 17, 4,33 16,45 97.50 10.2{ J4.31 15.01 17.0 _14-01 17.3] 15.86] (8. 17.44 6.8
166 | 1502 | 152 | 104 ¢ FR¥A: R A63: J198: Riooy J 1621 | 1320 §042c [ el | 1872
at rat{on; _Wale:f 178 132 164 113 1] |1 -1 1 2) 1 -3 1% 144 } 16) 133 14} 136
Meay totey body saight dg): .38 3.4} 3.5 % 3.6) .5 3:4f 3.8] 350 3.¢F S.af s.63 Vel 3.2
ust grnal waipght NA ) A HA ) NA HA NA_§ N8 | 63 Ny § Ma ] MR (.23 A
Hags unodjuzfedt paternal body welgh) $30 135 Jao P1es Jroe Jeee Pase Pras | 222_F122 (s lye fio
Maan Piscantet Welgnt (gl ] N M 1} A LY L] HA § HA ] O.43] WA 0.46 0.4
ALY S o dha Tatilalng iy ot e e
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Flle & Page ¢
({RMC ilutoricel Cantrol Dater Rat Cosarwén Soctlion
Sourcpr  Charies River itroln:
iadlvidunt Studies: MWebornsl mnd Fernl Obestvatjony b Coperaws Section
Study Wo. 43 " 43 L 7 43 L} 5 L} k) 43 34 e w
bata: 4/me} 5/85) essel ero6] asen] 107e8] 107081 (1/86 Lismel tre3] ssard astd 2y
Ho, gf syleals (» contvrol groupt 7% 2 23 » -] 20 {15 23 e ] 3 o] n F o] p -]
Mo, of galagis that died; o ] 9 [] 1] a 9 0 [1] [] K] ] ) ]
Ho: Inod ot Coseresn section: i) el 32 3 ) 20 12 e 2 2 nl>y 23 23
Yo, _naongruvid: 3 3 ] a 1 [1] 3 F 3 1 3 a 1 4 )
N0, grev 2t 24 17_1 2 20 1 b | 22 2 $.22 1 |20 1
— Yo ol dowe y)ih peqorpticas oaly: 0 (-] 0 Q ° 1] (1 [ ° 0 ¢ 0 g H
. M. of damy with Yive (et 12z 1 lailn »n n i ln tuln|s LLR}‘
. 4 1 13-73 13,7} 13.9] 12.6% 14.0] f4,8F 9.1 | Sty (8.3] (4,2} 14,00 12.8] 93.8% $2.38
o 1 t o0y oo} 00} 00 ca )] 0ol 004 001 0.0 | 080 0.0] .91 0.1 ) 0.0
Mo L} dmt 0.7) _0.p 5,0 0.6] 1.3 )1 071 081 091 101 1.2 1.9 (A 4.8 |
5. postimptantution lospay/dem; 0.7]  0.p] Qe 1.8 ) 11 1 0.1 09] 0901 1.6F 130 164 1.2] o8
—_No._lmpjaptetions/dam) 14:4] 14.53 04.9] §3.2) #5.01 5.9 @ 18.0] 14.0% 15,37 |9.%F 15.0) 1401 13.0
e Ma cocpors Jytea/don: 16:5] 165} 15.8] #9.4] 6.3} 35.9] 13.8) 6] vyl 37,2] 18.¢) g%.4] ws.2f 8.2
15 | 136 Q170: | H1d; | 070 | 0622 | 93 142 | toor | asex | 150: | s § st [ 230s
Pxta) sen patio; Maje:Femala v | vea } v63 | o | ven | (po | ov J wes b pes | se2 ] 1581 ysi f wi2 l 1w
1 body wsl igh: 3.2 3.7 3.1 3l 3.6 3.7 ) 3.3 3.9 3.4 3.4 1 3% 3.3 3.9 3.4
Mean ydlyptoy® maternal body yelght Lo Y e WA ML M k1) 5l £ KA 43 37 _F W
Maen ynagiystod® myterna] hody walght 148} 59 Q145 | 125 153 ] 10 | 1 120 3 13 ] 180k e4a t 309 B 36 | (k4
Nain Ptacenta) Majght (gl RA NA ] N HA O] HA | WA ML NA M .. NA | NA
altht craems o aun 1hesuilng wiobia *| T U
NA Hab Agplleable
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189G Histordcal Nonlrol Oata: Rat Osgoreon Sectlon
Source: Charles Rivaer Strajo:  (DBSS CD®
ingividual Studles: Materasl sed Fetal Observatlons st Cacgreys Sevtion
Study Moo 57 k) 19 ToTAL
Dats: J/AY] 4/6%] /87
HO. Of anlmal 0, Prot_group: 20 be ) 28 1447
W, of oningly thet died: [] 1] ] )
mo. of almal; wnanined 2t Cayeroan sectiont {.] n A 1448
No. nusgreyid: ; o 5 p ] 132
Ho._orayld: 20 20 /3 1302
ko ot o, t aorpt | y1 ) g 1] 4 w
' Mo, af éams yith 10ve tetusas: 0 20 ¢ 23 130% N
hWa, of Jive fetyses/dem} 14,6 J.3F 3.6 15,3 N
Mo, lnte resorpttons/dem; 0.0 0.0fF 0.0 0.0
o _Wa._etr{y gyorptionssdam; %.8] 0.6 1.2 1.0
No,_pastlapipntation tosces/<wm: Q.44 O8] 1.2 1.0
No._{gplisniationg/dan; )54 1.9] 15.0 14,7
No. corpocp {wbas/dam; 36,30 §2.44 12.2 36.2 f
145 Lo REE $068.
Joinl sec retia; Nale:Femsia 147 m 112 gonl
Nean fotal wody weighi fg): 3,4 3.1 b | 1.5
Hhean adlystad® steroel vody waight w | » | w »
Nogn unsdjustodd waterasl body weight 120 | 10 13% 133
#aen Piacyntal Walgne (gt 06| HA 4ate 0.48

' Motght isage > dom minus tha wpight Of Iha uterus
. ivetght dizge of dam including uterys
AR Not Appilcstble
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FILE Fé2

Poagn t
(FOC REPHODUCTIVE MISTORICN. COMTROL DATA

Chior teg River COHSR DV Rots

Sent, tahon Appllicobia)

fAoprosuci iwe/L 14ter Parwseter Husbar Value Ranga
WE
Fortiffity hacux or lag 1958 69,18 1300 - 100,05}
fotal Malag Mated 1200
ad. 3§
Earti)ity Indyx . aaa gy P, g 86,15 ¢40.92 - 100.05)
Ho. at Fomales Mqted [Pl %]
Copul Mfory Index Fennlgh wtth Eviyeqcy ot Copyigtion 342 967§ L3608 - 130,08
Tota! Femalas Nated 974
Coputatory (ntuwrval (Dayst o Aoz 3t 12,0 = 4.9
Hoe Gf Fomslanr Natwe 054 ot
Gustation Lenglh {Daye} Jte) Noo o Doye pir. "} PP (20T ~ T4 N
Ho, of Preyment Domg 1239 ot
Ha. lmplantoticn Sitos at saaning/Das Joial Ho. o€ Impipnterion Stigy laens 143 1o - 15.9
No. of Pregnont Dasy %7
Hoe of {Mplonta¥inn S(tuz at Wesh{ny-
Postinglantut {on Loss/ion at at 0 t.! W08 - 1.9
N ©f Proghont Dams 765
LITICR S)7E
Viahla PupsA (tiw at Qop 0 al No. pt ¥isple Pu o048 Iz (6.8 ~ |4
Ha« o} Prugnsat Deme 1260
$P0eorn Pop oL IHer lota} Mo. of 381i1born Pupy 263 Q.2 0.0 - 0.5
o, of Prapaent Dews 1206
Total Wo, of Mytes: Total tio. of Melas:
M GEX (S SIRIBUTION AT wEAN{MG Total Ma, ot Fusales . 0 la L) 1 = !
469014537 20.3:49.7 145,641 0 ~ 99,9(3%.4}
The RPaterjeal control date complied Jung, |98 Iacledus data fras studlot tecminating Josuery, 198 to Nay, 1997,
1311395
AT — .
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FILE #42 Page 2
1A0C FEFRODUCTAYE HISTORICAL CIMIRGL DATA
Cherins River 00B%E COP Rats

Sox, Vwhen Appticablod

Reprodvctive/Litter Pargmyter Numbar Yalee Fotge

PUE_SIBVIVAL AT BIATH

Gustatton Survive! \ndev 8| tin. of i8 Fupx at Bleeh 16825 o8.5¢ t93.23 - 300.081
Total Mo. of Pups born 16950 .

AP SNV INOICES THROUGH '

MEANING

Lactation Day & 1Bafors Auduction) Jotal ta, of ¥imis Papy on Day 4 (BB} 1¢568 99.74 t96.95 - 99951
Totol Mo of Vieble Fups m Day @ 15810

Lactation Dey 7 18] Mo, of Ylab a_on 10933 .48 193,38 = 100.081
Tats) Ho. af vianle Pups an Doy 4 (AR.) 11044

Lectatton Dey 14 Jotpl thh, of tighle Puoy on Bay |4 Joesg 99.9¢ (93,05 - 100,08} g
Yotal Ha. of Viable Pups on Diy « (ARY, w0
S tM) o ? &

Lectation Quy 21 s of ¥ishig Py 1 16182 .98 t99.1% « 100,08}
Tobat Na. of Yisble Pups ox Day 12 or (4 107es

| od § {a1 1

Litter Walght tHales and Females} Jats) Hoon yioble Littar welght at Bicth 4298,2 &2y 2.9 g ~ 6.7 gt
15781 No. af Litters 148

£Up BOOL VEIGHY (g1 THROMON

MEANpR

Lactation tiay & (Befure Raduction)

Litter Weight (nelos ond Famales) Total_tean Vigble Litter yelght on ) 2510.2 9.9 19,20 - N g
Jotai Wo. of LIteers on Day 4 ¢B.A.¢ 1264

Lithor Waight tNalas and Fapales! ot yisbis y Itter Walght Ml 12827 0.0 g 929~ 149
Total Mo. of Lithars on Doy 4 (AR.Y 1M

Lectation Dey ?

Litter Wolght (Hales and Fenslas) Jotal wasn Yisb)g | Itter LN-"] 3 093,32 5.7 ¢ 43 g~ 178
Total No. Litters on Osy 7 13

191-1395
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IRDC HEPRODUCT I YE HISTOR| AL COMTROL BAFA
008S® Cow st

Charlog R yar

1 ]

Pags 3

Sau, ivhen Appdicanial

Reprodective/LItioe Farassber Number velve Racgo
Loctatinn Oay 14
Littor Wolght {Kntos sad Fusalss) Totel mesn yievig Litgpr Nelohl on Bay 34 = M4 4q {265 § - 7.2 ¢!
toto) bo. Litters wo Doy M4 T
Loctation Day 2
Mate a) : t oA 2 22152.8 Yy 36,0 q - 535.6 gt
Toha) HD. of 1itrers w Doy N L3]-]
Feraln Jots) Yoan Yiebie Fraale fup ¥eight on Dav 21 231067 a4 34,0 g ~ 32.0 §?
Totsl Ho, of Jitter's an Dav 21 Les
(1]
[}
4]
191 -3395
A
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CONTRSL

Raty f4=1! Mentts of Agel

BEMATOLOGIZAL FALTES

Male Female

T23: Nexs Tnics M= - 2.0, N Mear N N
Lekoivien 213 e 0.1 Ei-05.0 [0 5.9 3.8-10.0 LG,
I-vibracyies xicd = T2 5.34-3.08 0 559 .29 6.n0-8.38 S22
He=>g_.obisa g 4t i%.e il.~12.2 e .5.5 12.7=17.13 51
Re=2zacre: < a2 3e-32 S Lé Ja-ts 5235
e 23 &7 $1-%5 508 5 Sima 325
ol PN 4 o | ) 508 a2 18-25 $35
1. I8 g’41 k14 28=13 508 k I bt 38 525
Resizulolvtas 190 RSC 1.2 0.9-3.7 77 2.C Q.6=2.4% 27)
F.ate azs X.03 e 81¢ §L8-1024 508 b FiT=107" b3S
5e;. Seuzraphily /170 W3 8 = L35 15 a-2g 29
a3l Neyzraphila /100 W3C ) G=1 so2 o 0-1 528
Lemphacyzes /130 W3¢ ac 57-03 a3 *9 $4-34 3
Eosinaorils ‘100 WaC 2 e 5C8 z =4 b ]
Moapivtias /100 VWBC 2 - 453 3 S 268
Basoapkils 7100 viC 0 0-9 508 0 0=-0 528
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International Research & Developmen: Corporation

Test Nase

Alagline Mo~
phasase

Sluzose
Canleaseral
Lrea Nitrsgen
Crexsziszne
Calesa=
Phospharus
Sodi =
Fotassiyp
Chioride

Total Procein

Less Azl
Triglvzeride

Phoapholipid

Toral Bilirubia

M

-y
*w =

Tl

CONTADL

$ICCEERICAL TALTES

g0 (3~5 Mprzhs of Ape'

— Fema.«

Yexz 5.0 X Mezn 2570 X
al J=lud 5~ g -9 5=
93 +T=1 3 .28 75 wi=13¢ 23
3o (9=i2 53 15 18-%2 S5«

% 13598 iy 2% gL-"%3 0

134 4:-131 34 7T g2-12% 3o
?$ 3e-41: *0 9% 55-132 52
iT.4 11.1-23.0 sa 3.5 12.427.8 Su
0.¢ 0..5.9 5e a.s 0.3-¢.8 3

i0.3 3.i-11.4 by M @.8-15." €
-7 5.9-9.% 3« 6.8 4.5-9.) Se

167 140-154 $a 148 10-15% 33
1. £.1-8.2 L] A 5.0, % 50
10§ iwle109 50 108 J02-111 50
6.3 5.5-7,1 50 4.8 5.8~7.8 30
3.5 1.9-3.8 50 4.0 3.3-L7 5
.3 C1.042.0 85 1.0 {1.0=2.1 55

[ g 162-4312 62 25 153-1456 5t
$.5 <«2.i-11.0 45 33 €0.1-19.4 13

hwD) b %A k 12N xTA W

2% ST 5a bV 2 A

o) A ¥A w4 NDA XA
0.2 <0.1+0.3 50 0.7 <0.1-0.5 &3
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INTERMATIONAL RESZTARCE AND DEVELOPMENT CORPORATION

et e )

PRYIBCOL XEVISION Of CIARIFICATION

(TSI¥# G0339.03)

_m
' Protocol Fhent No. 1 Srudy Ra. 191-1395 (napsd Fvores)

TITLE: SEGNENY T STULY of FERTILLIY IR AATS

Corraction of animal coandyzioning.

o= JUSTIYICATION
1

P ldéncificacion of casr article.
3

Study inicietion,

ITRY PEOTOCOL EEVISIOH OR CLARIFICATION

L ESPERIMENTAL DESIGR (p. 3):

Females will aot bw received as wesnlings. They
will 5« approximately 35 daye old at tha stact of
dodlag. Saselisae blood colleccion for the Famales
wili be conductad 5 days after vecsipt of the
animals. However, doting camcor sLart wichiz seven
days of the baaelise biood collaction since animals
ace rgadomiged after the baseline blood ceollaction
and then spimals must be soeermd for 10 dews prior
to taet gaterisl adminmistratieon.

z Teot article is identified as [ADCH 95628,
1 loitiste study to accordance with sttached
protocol.

Study Direeror Dr. Xit A. Keller

i 3/09/88
Signstace Date

1890-45-5

1
1
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FEOTOOUL

SEILMENT | STUUY OF FERIILITY IR RASS

SEONSA: The Proczar & Gankle Company
Cinetnoass, Ouip 45267
¢ Sal
1557F DATE: 1] yitt

TEST SUBSTANCE

IDEXTITICATION WMBER (TSINY: g. 953‘! o3

DIVISIOUNAL %EE“ / ‘
LHEN: NUMBER (OROY: &vf s: zgﬂi

TEST FACILITY: Inteyaacional Resemtch and
Deve.opuaut Corpotsrion
SO0 ¥orth Mals Scrast
Hattavrs, Hichigsn 49071

2fsis}

STY NTM¥ER: 1911395
WCABOSY : Thuae objsccive of the stndy fv xo detevTalnr the sffect sf rhe tast

mararial ¢z fartiliry, perturitisn, seomatel viabilivy, end
repraductive patformanca 1n vats. This atwdy design utilizes

cresteant of both saxes Witk tha teet waterisl.

VAB/B2

Page | of 17
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TRST MATPRIAL DATA:

' T T Tdentification: = OB 3IY LR

, Puricy: 1002

l Fhystoo~chamical propertiss: Whits Powder
i Stabilicy: Expiratinon Dete: _Q_L';j_

g Storage Condicions: Roen Tamperaccrs

Safsty Procsutions: fay Ue so eve and skin {rritant,

Tcr rva contack, flush prompelv
are¢ thoerougiey with wazer. Tor
skin csotect, flush wvich wvazes.

DOSING SUSPENSION PREFARATION: Appropriste doaing eusprasions will be prepored
fresh o0 & vankly basis fellowing the directicay
cutlined is Appendix I and IV {added =z 2
peezocol eddenden following rasge fiudiug
study}. Doses will Ba administersd ar a
conatant volume of 2.5 wl/kg.

1
4

TEST axTMALS:

Species e
Serain €harles Nvar t:-lJSSFn eof
Somnzcw Ths Charles River Preeding

Laboratories, Iae.
9801 Shzver Road
Portage, Michigan 4908l

Age at Seart of Stuuwy:  Asles  {(wivioaz of 40 da:a of age.

W B WS WE R W o &S

Yemalea (minisce of 40 dsvs of agn)
. dody Yelghe at
Starr_of Studv: Malss: Approximstely 130-(24g
Fagsles: Apgroximacely 110-160g
. Method of
tdeatificazior: Each patantal vat will be fdwatified
by ecage, sroup sud individcally by a
Monel msatal sar tag beatving ite anieal
uaebar. Tha {adividual snims) oumber
“1‘ plue tha IRDC study mouber will
= 5 coaprise a wnigue fdeavificacion
' cosar f3r wich soisel.
' Kirhar on Srosde: 140 mxley s0d 340 females.
l vA8/02/2 Page 2 of 17
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TEET AKTMPALS - concingad

degsda Lor Selecziom: The Tar 15 4n aceeptadle model for

— - reproducticn acudies. This lebatecory
hae higzorical montrol data on the
Fertilicy, wecnstal survival indices
smnd grawth races. and che repcoductiva
perforvesce {n rats of thia stratn
frow this source.

ROUTE OF ASMIRISTEATION:
=

Pererxl by govrgs. The amrlcipazed malar rouce of axpcauTe oY
huzses 1y dermal. Tha oTzl Toubte way &hcser To wmaxizice
aystewic agpogure.

METHOD AND FREQUENCY OF ADMINISTRATION OF TRE TEST MATERIAL:

Cavage. Asigals will racaiva the test matscia) by gavage as a
sicgle dally dose (3even dave & vask) iz cthe afrer=con st least
=iz bours sfcer illaminetion of che housing aren. Whem
adnministarsd i vebicls, the dosge will e &T a copsrant velunme
of 2.5 mlfig/day. 4dwtolacracion of both the test and contral
matetiala ¢o the parencsl wales vill bextr 60 davs prior to
wmating and co che parenzal fsmsles 14 dave prior o @atiag awg
coatlaus until sacrifice. 1Individuml dessges will be besed op
moat recent body vaights.

An.zal Cona..oning and Selacrion

Cae hundred sixty weanling (21<23 days af age) Charlas 2ives ccnsa, ca1
zats 5 wech max will be received froc Charles River ¥resdinmg
Laberecaries, Porcage, M. The rals will be candonly removed ‘roc the
shippiog cartems wod expxined for evidence af dizvace snd/or poor
phyeical condition., 1If azcaptable, they w11l be weighaf gad heuged {»
individual suspendsd wira cages. Five days after tecefpt, blood sewplas
will b coilecced {nte collactioo tubes containing TOTa snri-coaguianc,
follawing the approved Standsrd Operating Frocedures of the Test
Facilizy. The mathod used will be specifled. Bemogiabin, hemetracric,
wvhite blead tall tovsr, Ted blood call coant, mexn corpussular volume,
mean corpuscular hemeglobdin, wmear corpusculst kemoglabin coseceztratian,
platelet counc, ard diffarenzial whice bloed cell will ba decsrmined,
Those animale judged to have an sbpuresl basegram ag dafined by cthe
Szardard Cperarisg Procedurss of the Tent Facility will Ye elgmimared.
Jesing wiil ba starvted ®ithin sever davs of the Daselize “lood
¢ailecslong. The remefnieg anamals will ther e given a dacspiled
physicsl sxaminstion and thows considated suizable for the atudy wiil be
randomly distributed {vto the group indicated uzisg the procsdure
dezeribad belew.

VAS/102/3 Pags 3 of 17
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Heusing

ALY animals will be housed fp an exvizommsatilly contreilesd rece
with & toapersture concrolilsd o 23 2 2°C md nomidicy coetzolled to
50 2 15 peresnr. The tamperatute and bumidity will be racorded.
Plooranceat lighting will provide 1llusinacios 12 hours per day. The
14ghting cyels will bs maintained 30 that dosisg occurs &t lsast gix
fours after {llupinazics of Che heusing wfea. Duving ¢he scudy,
zacs ¥ill W hausad individually iz suepended wirewmsoh cages excape
#urisgz mating, gestatiou and lgciation. Oo pestation day O, chae
femsles will ba bousad in plastic cages with ground corem ¢obd bedding

cmed &

untii sagrifice.

Rs-dzmizaricn {Procesire A

Dosaga lavalp

VAB/02/4%

A=izel nucters azd sattespomding Bodr weizhza It ensiTed gets
asgnaric tapa whaich ¢8 used as the dacta ecurce for the randowizerices
trocedurs. The mean body weight snd pcatdard deviation ate cale
welated by mex and & compursy frogram lista those soimsls whosw body
vaights are vithin = 1.5 standard deviacicns of the mest. From tha
qualifyisg enissls, the vandendzacion procedure aslaccs end assigns
the ruquired cumber of sxiwals. Bartlett’s Chi-aquata Cest for
hemogansity nf variascces is appliiad to the grouas. 1# the groups
are noc {udged Ec ba Uomogerdous, sev tyadomizations are spplied
wmedl hooogonaity 1s eetablisted. 4t ¢hiz sime {prior ts dosing),
femalas vill ba rsniemly selected for & 13-day utatine examisprion.

The dosage levels w1l Ya Zptermined from & pillot study acd will be
cend ¢& b the Divisicpal Toxizelagisr and Seuds Direccar. The
dosagr levels will bu arctached se 8 protocol addendun (Appendix IV},

Thats will Ba thres dose levals and g vahicla gentrol.

Ruaber of Pareccal

Atize:s
Dose Toiume
Maly Pozalse Dosase =i kg
35 35 0 {vehicle .5
cootrol)
b | as Low Dons .5
kL3 35 Mtd Dose 2.5
35 35 Bigh Dose 2.5

Jsga 6 of 7
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Baxel labaratory Disz

1. Sassl D2ac: Cartified Rodant cuuv" #5002, 3slucan Purizs Company, Diet
will ba svailsbiu od lihicur to all antmels.

2, 1duatificacion: Xach lar aellizad will be {dentifisd and tecorded.

3. ContamSthant lavels? The diet used will be a certiffad dfer with

apaci

Drirkine Yater

ysas £or contawineots perforeed by tbr wupplisz.

The drinking water used for tae: sndizals 3t IR will be zesita-ed for
conzaningazs ar perisdic (afervels scciréiny te Il Stgndéyr? Cperacin

2TaceduTes.

Vater wiil Ue avallablie 3¢ 1idisiz fov ElD andzals.

OBSEAVATIONS AKD EXAMINATIONS

' ¥ Paremczl Cbservationa

1.

VAR/QZA.1

Sigos: Al pacenctsl animals will ba sbyerved for wortality sad

signs of ovart taxicity twice each dar {mersizpg and afterucoz,
sevon dave a Yeuk). Should sorIaiity or such signs of owvert
tox2eity be shasrved, chese will bs racorded an the day
obesrved. Exar,.es of ovarn toxicity tcciude trwmors,
convulglons, loay of righring reaflex, axcessive Hlood loss and
moribundity. An =xcsptioz o this would be a1 racurrieg,
frequently ctserved veactiorn fov which s greral statsmesc
vould sutfice., During treatzert 3 detailed clicicsel
observation of each animal will Ve perfor=ed dally and the
Findiags recoréded.

Boév Meiphets: Malns will bs weighed svery chras days for The first

notas Wetky of Creatmeat and cher weakly unril gactifice.

Fezmalas vili bs welghad weekly dyTing trvatmesr uncil priiemer

of ¢opulurion s cbserved., Teralea oo e sacrificad en

gestatian day 13 vill be waighed ¢a gestation davs 0,7,13.

Yemalaz allowed to deliver will de welghed 2c gaststion days
o713 8nd 20 and ov days 0.7,14 and 21 &f lacatiom.

Mortalicy: Any rar showing sign of esvare debility or toxicity,

particularly 1f death appears leminens, wil) Se killed 2o
pLeveot loss of tizsuea thfough sutnlysis. ALl racs Xi2led iz
axrranis or found dead wiil be sub)acted To a4 yootine cezTopsEY
procedore. The dispesicion of all arfegis and intact fatusas
or pupa 1s descridad ir the Kecropay/Pacholog? Section of rchis
protocol {page 9).

Abrrrion: Ary fasale showipg sign 22 abe>zion ot 2ve=scury delivery

wiol rezaln om 350y and be Necveotsied Inm o the dar of sehedulad
gacrisice.

Sage 5 of |7
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5. JReoales whieh ¥stl ¢o Deliver: ©Om the 25th doy sfter tevmizstion of
mating, e Eross aacropxy will ba parforeed on 4ll femaler wherte
svigensa of naring wes detected dne vhieh failed to delivar.

On ¢ha 25¢h day afoer sajazation frow the male, this saoe
procaduts will ba perfovved on all famalen Vhers 10 evidence of
mcing vas datected g2d vhich did set daiiver. Uterd from
femalns that appesr wongravid will be opened and plaesd tn 102
emmonigs sulfida solution for deterzinstien of preghancy

status ., Any condition which could hava prevented pregrency
vill be recordad.

6. Escraus Cvele Deterwinetions: Teo days prior to test article
adefnigrTatiorn and until evidence of copulaties 4¢ abge~ved or
the =232 peviod iy anced, the famales will Yave vagizal
s=sary t5xet dallv to eszablish esircos cyzles.

7. Food Congumption: Iundividuml cventy-four hour food consumpeion will
D Seasured veskly for sll adults up te tha maring pericd and
sfter tha mating peviod for malas and nonvbred Sfemales. During
maring, individual food comsumption will sot be massuted, since
ehe asimals w{l! be cohabicariasg at this eime. During
geacatior ang lsczation, fcod cotwumptior will Ra weasyred for
the females on the specifilad body weight dava.

Brsading Procedurey

Afzer 60 dav: of wxposure for the T, uales and 14 days of exposurs for
the ra Iscalee, ons male vill be rardoeiv agpigosd and hoosed vizh oce
fazmale of the 3azme treatment group ip a plaxtic cage with corm eck

bedding fer sacivy,

The maxiwox maring period wili be 20 davs. The fapdles will recais wich
tha se=e malas Tor 10 dava or uscil avidence of copulaticn i3 observed.
1% mo svide=zm of .yaulatisn {3 chrained 4r M days, the femtle wil) De
7?laced with asother maie {soere positive i1a (s initfal 10 ceys) i3 The
sata CTeatmenr group Far the remaicing 10 davs. Aftar tta 20-dey matiag
pericd. che males will be raturred to suspeadsd wire-mesh cages until
sacrifics. Mala/Zfosals pairisgs agd the ncz2arTence of copulatist will bde
racorded.

The accarrence af cepulaciom vill be established by daily inspeccion for
s coprlatory plug or vagimal suses? for spers. A positive findizg ix
considered day "0" of gestation. Each feaale Is thes returded teo an
todivicdual plasiic cage.

-y
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Femalas Schyptuled far L3-day Orerine Ixaminacioe

Frior to the t3rh day of gestation a blood sasple will Ve dravm frog the
10 previously rasfomnly selectad Iamales chosen 2or sacrifics. The bloog
sazpls will bs takan and asalyted as described 1o the Animsl ConditSening
and Selection swetfen of this prezecsl (page ), Qo the 13ph dxy of
gestation, epprosimetely 10 previously randemly selectad femalss iz wach
gravp will be secrifice by CO, inbaletion asd cndergo & gree: Betropsy.
The timanrs listed 4n Appandi¥ 13 will be teken. The dispoaition ef gll
antasle 2n 2sscribad (n the Hacropev/Patholagy seeclom of this protocol
(page 9). Doring the necrops? the utarus and overiss will be sxpoaed by
a sifesbdoginal inciaion. The locatioe of visble snd monviable esdryas,
agTiy resorptions. and the nuxber ef total faplancations and corpora
luzes ¥131 be recorded. Tme thoracl: and sbdeminai cavities snd argats
ef she azs vill be exssiced o gossglv evident wersacligiial chenies.
“vasemal cipoues Will be rresevved 10 10T zeutral bullezed foswalin f£e
aicroscoplc sxaminactiot 3s descriled 1z the Nacropsy/Pathology ssctior of
this protocel (page 9).

Tcerli Erom famales chat sppear dangravid will be cpecad and placed 4o 102
scmouivn sulfide solotiocs for dacsruicatfon of pregnancy stacys.

Posales Schedulad £o Deliver

Tire ramaining females frow mach group will be alloved te deliver. Tows:ot
the eod of ths geszstion period, females will be axemined etwice 42ily for
o:gas of parruricion. The brad females will be gilowed to give birch
). The duration of gaxtarion will bBe exlémlated and asy 22¢ficulties
obgarved st partutitl{eon will be recordad. The day oz which sl pucs Save
Seen deliverad will be definad as daw O of lactazion. The litTess will
be axgmioed a8 soan a8 paseitle sfter dalivery for litrer s<ze,
stillborma, live birehs and gross ansgalles. Liccer size will be raduced
to czz {10) pups of egual sex discribution, wheasvar pessible, o lactacice
day 4. The cuilsd pups vill ve sxamined externally and discardsd.
Lirrsrs will be caged with thedir machars for 3 weeks afcer birth. The
dams and pups Wwill ba observed daily for smewival, Sehaviors'
aboarmalities 4in nescing and pursing and preseace of dead pups ¥i1l- e
Tecorded. AnY inzact dued Pupa found will be uecropaied, exswized for
snonslies and discarded. The hears will be dissected by g modifica®ion
nf the machod descefhad by Staplas. Pups will be vetghed 2néividuglls
on days 0,4,7,04 ao2 21 of lactation. The number of males and fezaies
per lirrar will bz recarded ce day 41 af lasecarism.

o
T Staples. R.E. (1974). Detmction of visceral slferatises 10 mxemailas fetuses.
Terstolagy. 9: A37-438.

Page 7 of |7
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Terminagiz: o! the s:_gg_;

AT weenitg, sii reweining dase will be cbserved sxzesmally, sacrificed
and subjiected to s groms twcropay. The cumber of nteriee isplantacion
sites will be recordad. If sboormalitias ays soted $u ary pup ac
weaning, thase pups will be tecropsied. IF 3 disparity ¢a dedy weight ix
presast ar weaning for any groupe of otharwisa sormal sppesring pups, sll
vorsal appeazing pups ltowm sll grovps will ba recatned for an sddicional
douygk observatrion pariod (1f faeded), 8ll Sups will B¢ sxaxined
sxtercally, sacrificed and discurded. Timsuss will ba preserved in 107
neutral bufferad forsallz for histopsshological sxantmgtion only 1f
sbaorealitias are obsarved during the gross sxazivmacion.

AL zajax will be mecropslsd alier gocplecice of ldecdav cteriae
axazisgtic=s iv zhe females, and tisaves Prmyerved ag esizmsted in zhe
Yezvapsr Terdelzgr fention of thig protsesi (page 99,

1f evidance of veduced Iertility 3a observed, the malas repreductive
cisguan will be exzmined higsopatholagieslly.

Sy{at t¢ ascTopsy of the Cesalae #00 males, s blood gample wil] be drawm
ard analyzed ac #aserihed (o the Animal Conditioning sad Seiestion
ssctien of this protocol (page 3).

Dispoaitiet of Puey and P v or Noribuns Adulits
1. Adults

A gross nacropsy will be parformed on 2ll adulr rats met sureviviss to
scheduled sacrifice ia an attempt to deterxinme the cpums of demath. The
tissue speciygwmy listed o Appandix II will be takse (gee

XacTopsviT -*holagy).

2. Yatuyses

The fetpaey Ivot dass found desd aurinmg gestaison will Ta exucioad
sxieraally to the fullssc possible extent and dfacardad,

3, BPoos

2 a dam diey during gestation, the pup will be excarnslly exaxined,
sacrificed, and necropsisd. If a pop 12 found deed, the pup will be
xterially examinad and tecropsied. The thorscic and shdming! ca-ities
and organx of the pups will be examined for grossly evident morphological
¢hangea. AoV macroscopic lmstoms will be mtwed in 10T neucral buffazed
fermalin for hiszcapathoalegicel examinstiosn,

Page 8 of 1}
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Prisr o necropsy, cbtain blood smples sud snalyze &35 describad 3p the
Aninsl Cosditioning azd eelegtion esctica of thia protosel (page 3).
Veigh a1l animsls on the doy of wecropey £of i in sesensing {n=-lifs
bady weight changus. Obtata s body waight at the Cime of euthanmsla feor
use in sstsblishing velative orgen weighcs. Saserifice the srimals by CD
izhalstiom. Exssnguicace priot to teppation of hestr begr following the
asppropriata $tandard Operating Procedure of Che Test Facilitv. Recropsr
stould ba stacted viehss cep {10) mimutas sfter suthanspia. Xscropsy &ll
surviving e=(osls n2 rrcord 411 gross odearvatfons for il ¢rgars
following the Etandard Opessacing Pracedure of the Tast Facility, 1lungs
3541l be periused vich Firglive Latwatrachealily 4% & pressute of
aprToxinacaly 40 cx of wezer. Take tissue wpecimuze 2iven In Aspendix
II. Thess tiggues will te rresezzed 8 108 neucral Suflesrsl formil:ic fov
peastdle £uture hlstspacholaglcal examiaacion (addicional cestt. Speciae
artaceion will be gives to vhe rsproductive atgens.

overies teates ~ with epididyvuis
prostake vteres
semingl veziclas vagine

311 gross lesio=s

Anv 3Iu1a:;cr.s from the srotocol such &9 migeing tissues, Mamarology
rosules, #ts., ghould be poted i the vaw dats. 41% scheduled necropsy
Topm assistanty viil be traived avd qualifiasd.

Decer=:ina absolurs wveights of Itver and kidoeys snd calculate orges tr
bady waight tatire.

STTDY DLRATION:

Tue durition of the studr frem fmitiacion of treatsecr of che 7. griwals
threugh -actation ¢f the puUpe .3 pyro=..ately & Denths. A LIuGY &cho .-
ule witll be issued price to atudy dzigsiscien that will imslude the
fulloving iuforastion: dates for smimal arrivel, maciang initietion and
terminatice, adninletracion of the tast and eomtrol srei¢les({iaizSacion
and terxzisacicn), 1¥-day urarine axaminstica, parturitics, lsetacion ang
sacrifica. 1f ar veacing z welght diaparity is prassar amssog the pups av
edditional 4mumek chearvarion period will ba sdded.

Paga 9 of 17
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STATISTICAL ANALYSIS:

ALl etatistical seglyses will cothaTe (he tLwatBelt RTouds To the contyol
groups wich the lavel of significance &t p Q.05 and p G.01.  Body
waight gain, henstology resulcs, mmd pathology fiséiegs will be compsred
to Judge significance of differunts.

A. 13-Dgv Sscyifire Dexa

The proparcions of Tesorbed and dead fetuses qod postimplentacion
lcuses,will b co=rired by tha Mapnedhitney U-tust, &s deseribed by
Slegel” and ¥eil , te fudge signilicance of dlfZeverces. MNeas
muober 9f carpora Iutes, Tetal Inplsftatics ems viable asbrros will
e comaaved Y avalvais of Tariarte [comevay clazeificarian®,
Barrlect's cest for homogenelty cf vatisngs anc the approprlace
t=test,(for squsl and umequsl variapces) as degcridpd by Steel and
Torris™, using bDunnerz’y sultiple comparison tables to Judge
signilicance of differences.

B. . Lirter Dava

The male gud female faTtility indices will be cowpared ugiag the
Chi~squara Tast critericn with Vates' corcecrion for 2 x 2
contingency tables and/or Flaher's axmet probabilicy tast as
desctibed Siegel’cn judge signifitauce of 43fferancea, Pup sutvival
1udic05 vill be somparsd by the Marg-dhitney T-zasc as descTibed by
9isgel” and Wefl rco ju2ge sigaificasce aof diffsretcey,

Mpar nutbar -F live pups per iictar &t birtk, mea=m pup Sadv welghts
taken ap la:zariou davs O, &, 7, 1&, and 2! (and davs 36, 35, 42,
and % 1f geednd), snd parvenral bodv weights will be cozpared by
anelyeis ol vavriance (cas=wyy classificscion), & Bavtlecs’s tess fot
homcgecaicy of wariauces ssd the approprizce t«reat (for mqual and
vusgual veriances), ac descyibed by gcnl and Yorrie”) using
Dunnett'y muleipie comparison Cabdles” to Jidge signisicacet of
difierences.

3 Siegal, 5. (1958). Bouparawatric Septidgics ior the Bekavioral Sciemcesx.
H“aGraw-8ill, Wev York, ¥.Y.

s Yeil, C.S. (1970). Selecrion of the valid svaber ¢f sampllag wmits coosideration
of thaly rombisxtion in toxipologicsl stwdias lnvolvisg reproducrtion.
Ceratogenesis or carciarganesic, JYeod Cospas. Taxiesl. B: 177-182.

s Sreel, R. G. D. and Toreie, J. 8. (1960). Principlas aud Procedures of
Spatigtics, MHcGraw-#:l}l, New York, N.¥Y.

¢ Dunoett, C.¥, (1964}, XNev tables for multiple eocparisonms with m =cntrolled
Bigzeevics, 21 4¥l.495,
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A coaprahensiva tepert vill ba prajared ypon comsiezicr of the study. The
fingl TYport will conTain 2 SumBATY, expartimentil dest{g and sethads, evals
uarice of the tast resylts, and daTs and Beasuremests tequited by this prato~

cel. Tha reparc will 1melude tha following:
Taxt
. Smerimentsl design
2. Survivsl dets
3. fesults of sipnificant duily chservaciony
. 3Body weighty
4, ERemataiogy fineings
5. Results of matice tncludisg wile avd fezale Yraeding wuczesa
T Srzzepyv oand atstspatholTels [iadings
B. Resuicty pf li-dav utevins eximinationsy
9. Resvlts of parturicion and lLlrcer obsarvacions
Tablas
{. FEatsous cvcle Zdatamuinations (isdividual)
2. F. vale weexliv bodv weighrs snd survival
(swrz=ary ¢ad fadividusl)
1. Katevmal body veights Zuring gestatiom and larvarion
. Fematology datarminacicoar (sumcesry and thdividual}
5, Grosy Pychology Tiodings {summer» and individual}
6. (3~dav oterine esamincCion data (yummary god ifndividual)
T. Gestation god lactation data (summarv and (Adividual)
&. Ucesine observations it weaning {ladividuzl)
9. PFood conscottion (Sumzsty mnd individoall
Appencingsy
1. Texr icle daza “<f availatle)
2. Dates of Quality Awsurance 1nspeciiom aneG TRPOIT 24
sipnifieant deviatiosns fram protocol
3. TRistorical control deta

Ths final reporz shell conforz to 11l recuiiewants outlined In Seceien 58,83
Subtect J. Good Lahorstury Prgctices regulaszions.

Qal/0z/I2
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Al dacs, includ:iag rapotts {roe this atsdy, will de recained for sz lesst 10
years afrat coopletics of cha study and sxeved 28 the IRDC Archives 4md will
e osde avetlshle for Lzspection upes regquest by authorived parsomne] of the
Spensas. An appropristy sexpls of the Seat article will ds retained for 20
7ears folloviog complesian of the study.

Fetal akalatons azd gny vet tissues, blocks spd elides collectad Jor
tszopathology should Be gfeturoed to the Sponsor for racetrien followtng
scevptanes of the finsl reporc, Fetal soft ctissur specimens shculd be
dincsrded, excap: choss specieens 48 which s selforsatior has best ohgerved.
In such cagey, thg Study Virector shonld contact the Spensor (THvisiszal
Texicoiogist) for imstrucrions., Twplcally. the writter descripcicn of the
=alfyezaticn §5 rhy Study Renort will de puffliclient documeatacinn of tha
eflacs, and he specizen ghould By dlscarded., Howaver, io exssacrinare
circumatances {a.g., 2= unustal absormalicy, of frequent cecurzases of 3
apecific ealforastion) Che Spousot say divact the Study Directar to
phaotegraph the mallorantion, and to imcluds tke pborsgraph in the reporz. The
spacimen should bs disearded afrer & ut:l‘faeiery ¢hatograph has be¢n myda.

Tae Seudy Director will be ootifiad 2o writing vhen tha report has basn
accepted, lnstruerions far racurning specimens arw given n Appendix 11I.

RECORDS T0 2E NAINTAIXTD

A. Prstocol apd protocel eddands
N, Seuvdy scheduls
C. Pre«iniriarios dats
9. Tachuical paraornel 1ist with a{gnstures
€. Source, purehaca order, shipping labeis and uge for arizsls
F. Sz ver “tegtion
G. Dist lot oumdo:t acd contamimast znelyses
B. Anieal identificscion {(esr £ag)
1. Root huridity end temperstate
J. Gezaral procadurss
K. Scale and balamce aceuracy varificatiop
L. Daily chservations (room check)
N, Daily dstailad cheacvations for pharmacotoxic sigus, wod
gisaTsl sppestende snd Behyvisr
K. Body weights
0. Tast macartal dats
P. Tesr satariasl prapstration inscfuctions
Q. TYesc zaterisl preparatics
R- Tast matsrial mdeintstracrionp
S, Data and typa of terzination for each anfmal in the ptude,
1.8., spoutunzous death, scclidental dasth, sscrificed in excremis
{vascheduled 3acxifice), of achedulad sacrifice (fate tebles)
v  Secsopey
C. Randmizstion dats
¥, (mality Asacrarce itspacrioat
¥, Jtizxdzp vater arnalysis
Y. Bisod dravs
Y. Tood comcumption data
Z. KXiscelianeoua atudy daca

vad/02/12.1 Page 12 of 13
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This nenclinieal ladepstory stuty will be confucte? in aceesdaree with
ths Good laborastery Practice Rejulavians.

The study will be subieesed to periedic ingpectiors. ane the firal repes:
wiil br zeviswed by JADC'w {eality ASSyrance Deparvrets Ln accordznce
with IRDC"3 Starlare Npersting Precedures. Study guality assstance
inspection reccrds vill be mads availadle t© the fperaer during Spermsor
vigies to IRCC.

CF COVDLIANTE:

The Fimal sepir; will ilrelode & 9tatavers siTsed b othe Fuudy Sirasess
snaz the Tirel FERSTS ATSUSRSElY TROLETSE e raw Zava Shtaice? Zuvins
the performance c? the gtudy and N3t ihafe WaTH N BLGRLILCRn: dew
viacions frop the Good Laboratory Praciice Peculaticrns which affsased the
Quality or integrity of ehg ¢tudy. If davistions aZe encccmtersd that
will sffece the guality or integrity of the study, sack deviaticr wvill be
dascribed in detall,

ATEIATICY AF CESISHe

Alteratians ¢? this pretoecl may Ye msde a8 the 3Tufy pregresses. Ne
changes ip the procornl will be made withaut the specific velistes raguass
or ¢onsent of the Eponger. Ir the even: hat ixe Spenscr avthorizes &
Frscocel crance varballv, such ehanee will de honcred dv IRSD, Howsvmr,
1t the= ZesTues The respensiditicy of the Sporges o folliow suzh vesTel
skanzes with & wTiotern werificazicon. AlD pyrotrzsl GofLtetisty will %8

wigned bv “»w Study Civecteos.

Page 1J cf 7
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To e gz ecr2 by the Test Pacility

ETNEoVE
—l

Prancsed Starzing Date of Study:
Pregpesed Cempletion Date of Study:

Fropuesd Sate of Pingl Reperr:

INTIFNFTIO%ES STETASTR ANT ST/TLIRWONT CLERTR

Stydy Sirectar:

Dr. Kit A. Ealler '\L.:‘-@Q_('é 215/4=

inydl 11, 1988
Mguse 16, 1988

Januase 20, [Sfw

Strudy Case:

Page 1% g V7
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Fretocol = dppendix I

INSTAUCTION FOR TRE PREFARATION AXD BANGLYKG OF
TEST SUSSTANCE o VENICLE MIXITRES

1. Test guhscancs - vebicly mixture should be prepared:

() datlv; (%) weekly; ( ) see Special Instructions as pege 2

Ty Mixtures £hEC are Dot rrue sclutions ghouid e =ived Tv use of & magTec:e
seirving Sar wrile dosing. ALl tixtures should be snakes av ssievns Seisvy
Lak.

1. A heooganeity dacermination <X) vwill; { ) vill not be required. 1f g
homcgspairy determinacinn is requitsd, sample che wixzzurs from chz top,
aiddle. and bottow. while etirring , and:

{X)} Return all three sasples, oppropriazely lsbeied, te zhe Spocyor’s
Divisional Tox{cologist for anzlysia.
ghioping Inatyuctisna
Send approximstely 20 al. Send ( ) frosen: (X) under asble=z
conditione; ( ) sthar .

{ ) Analyse all three caxples nsing the analvcicsl method in
Appendix —

' A comcencration sndfor stabilicy anglveis of the xixture (I) %ill;

() wtll netbe vequirs2. 1If er analysis 1s required:

(XY Prepare a sufficient quanticy of the tast sudstancs - \20u., vehicle
zixture s that & portion csb be raturned to rhe Spengor’c Divigion~
al Toxicvelegist. WNeturm parent poterisi at end of study and sasple
of doming solutiocs from wask 1, mid-study, gad last vesk of study
to Spocaor for anmlysis.

() Analyze the test substames - vahicle mixture for ces: substazcs
songentration usipg the anmalytical mathod 1o Appesdix

5. Trecial lostructigns:

Dosage preparatiom fustructions vill ba decernined follewing 2 piioc study and
wil]l be sczrached &5 & protocol addendiw (Appendix IV).
TAR/D2/15 Page 15 of 17
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TISSUE COLLELY

. ha::*%-ﬂ 5

oM LIST FUF P

el @V ARG CNIC

- LUNG (2 SE=TIJNS « LETT APICAL, MIGHT AONENAL
DLAPHRAZATIC)
TRIVOS/THTHET REGICH
. HEART (3 SISTIONS ~ LKFD ATNIUM ANT VEST2ICLE, LEFT PSCAS MUSCLE
‘ SEPTUN, NIGHT ATATYM AND YINTRICLL) SPEx
ASPTA (TRSAAZIC)
PANZAZRS
' TINGCE
. TEASMEA, EZCPMAIUE. THUPCIOUPARATEYPLLC (LT BI8E MAXATY (BT DOSTOCEIMIRLL JUNITION
INTLUZEIC WoTE TEYEILD SKIN [TSTATVENT Z3€x $X2S!
!5‘3 ANSIRIT AP LYMPE WIZE

LEOTESOCOLIC LMPH NOIE
CarS2az, FYURSIT, PYLORIC

STOMACH () SECTIONS -

.‘ AEUIONE)
SURMARSIBULAN SALIVARY JLAK

1, GALL BLAZSKR

B A BE M m e mm mmm— e cv m— - R e EE RS AR BA o mm me am o= m— e m— AW B m o = e

BRAIN (LONGITUDINALLY
PROCESS

SESToON « HALR FOR
» BALF POR 3AVE)

THIRIZOLTIILA SPIMAL COND
LEFT SCIATIC WERVE (MID FRMUR)
PITUITAPY (ZF TSI

'bo-dzs:’” -
JESUNTH £vE
e -
[l ) ] aa
. CoLoN LEEIIRE a0y INCLTTES IN BIANDARD JaM3.I:z
% RE-TUM COREZZERES BY Twf ATTEZEDIMG PATHCLOGIST T3
o BOTENTIALLY AEPRESENT TRSD SURSTARIT EFPRICE

e

' UATRARY BLAGS

KIDNEY (2 SECTIONT ~ LEFT LOMGITUDINAL, RIGAT
CROS5-SECTION}

LT3 4

TESTICLE WITH EP23IsvIEs
PATETATT
_ SPMISAL VESICLE

"m"

ovARY

lm #S ICPISS BETTIAN £F LASK RENN)

> 10 PARTS PI1IaTl

o R G

FC A ve AB A MU B G-t rwas Py s e B aw

NOTE: FCR PAIRED ORGANS, EITEPT THE LUNSE,
LSDSEYS, AND UIZRINE RORRS, THE LEPT wii: 2z
TALZN PSR HISTOPATHOLOGY MND THE WIGT 48 v
TIESCE.® ZaCX TIDEEY, LUNG, AND UTERINE BCAN
SEDWD 8E TIZED U5 DIDICATED WiTE DOPLITATE
SOPLES COLLECTED FROM EACH, T FOR RSIT:-
PATEOLOGY AND ONE POR MATE. FOR OTHE:
285055, LRCEDT THE PITUITARY. OUPLICA%?
SIMPLES yILL AF COLLPCSED (DSING OWE FOF
HISTEPATHOLOGY sND CME FCA SAVE;. TEF EFAIN
25 TACEN AS INDICATED. PO LESIDKE, Samb_es
YaLL 8 TAKEN FOR BISTOPATHOLOVY MND, BN
PASEIS.E, FOR SAVE.

BTAVE TIREUP: THESE TISSUES JOLLITTITELY
PAASEC 0N 03 NET PIm oSyl FUTURS
RETITIYAE.

PLAC! TISSUES IN 03 NESTAAL BUFPEXED PORMALTY (MZF) AT 4 DILUTION OF 1 PART TISSIE T3

Page 16 of 17
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Protoctl ~ Avvendix 07

[¥3TAUCTIONS FOR RETTRE OF TERATOLOCY SPECIWING, WET TISSUTS

FARAYTIN SLOCES, AXD MICROSCOPIC SLINEE 70 INE FHOCYER & CAMBLY COMPANY

Hat Tissuap! must de sealed 1% plastic Segs (preferadly heat-saaled]l. Jagy such
a5 "Rapak Fouches” Yy Suotehpsk are excelient atid svgllabla {row mosz sctemcific
supply hcuwes. Place enly ofe anipel’s tissuss in a bag togather with m assum: af
102 puffaced neutrs) formalin adequite o thorsughle soisten all tissems, Saveral
arals shoyld B macde {wit: ar {deacif{ring label vritten with waterproof ink which
tmeludes prudey nusher, group. anszal sutbpr) betveen the sexls.

Paveffis Blecks: sheuld Se plased s o2 fwizh the labdal visidie) in xumerizai
order by groupy LA spacial Eray domas which gamsisrs ef g cardboars tray 16" x ¥ x
2% plus s protective cardboard slesve. Thess baxes will sccemmodats appfoxinacely
17% o 200 blocke and are svailladls from John Green, Buzkeys Bax Cs., £01 N. Hague
Averue, Columbus, Obto 3204 {€la=2T7a-BLB4) {part FUP-1), Libel tha «2d of the box
to idemt{fy cha contanca, This parsanest ladel should list cha study sgaber and

groups.

Micrancope Slides: ladeled co indicate the study mumder, groud md anisel pumber
must e pecked 16t mmarical order by grovpr in plastic boxes. Llids should de
pecuted vith tape. & packing material euch sa polyfoss, psper towsls, srz. should
be piuced inaide of cthe 114d te arevenc breskage. & permanest label stculd be
placed on the outside of the 1id tdesrifring tThe scudy susber gad groups.

DOCTCANT

An itamized 'isr should aceomparv each shipmenc. Thiy lisc shouls indicare the
following: .

L. Tha puther of ynire 13 the shipgzens; 1.e., the twadar of shipping carters.

2. The number of slidas, biocks and iadividyal costainers of wet tis3us ar
teratalogr spacimeus {n study,

Contrace laboratoriss: Procrer & Gomble W1t raquest (4n vriziag 1 the returs of
apacimans, indicacing spproximacely whes they sheuld be shipped. &1} comcs iz~
rarrad (8 shipsant of thase matarialy Co the Sponsor shoolid Be included in the
f{zed atuly coaz. Then teady, plesse novify asd esnd co:

Acchive Tazhuiciaw
The Peectar & Camble Cimpsay
Miaos Talley Laboratories - RM OOFN214
11810 I. Mares River Xaad
Rows (Jucler Coucry), Okio 45061
Talephone: (513) 265-2288

Page iTef i
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THE PROCTER & GAMBLE COMFANY

AL YALLSY LABORATORES
PO 0L BTN ONCTAT GO0 AN

L] , e
Februery 75, 1988 Eivzn

wAIENNN ™ NS
R; J. L. Schardain E‘WHE:I. &‘:ﬁ‘fﬁmﬂ
International Research & Lhcs e |
Development Corporation
SO0 Borth Main S¢.
nertavan, Michigan 49071

Dear B, Johosewe———""

This 1s (e suthorize you tp carr? out the following study sceording to the
altached protocol, and in conformance with the stipulacions of ouc cutranr
Laboratary Secvices Agreemenc.

Notice: 1) Thix study is axpected te de sabritred to the foliewing regulatory
agency: Foud and Drug Adm.nistrarion. The xtudy should be listed
on the Test Facility's master )ist of regulated studiey. The
sripulations of the protocol are 10 be implemented in complete
conforzance vith the appropriate regulatione [F3A Good Lahoratoery
Practice %sgulations {21 CFR. Part $B) or EFA GLP Regulactisns (40
CFR, Pget 792,

2} Qualjty Ascurance Inspectians:

All eritical phases and the final ceporst will be inspecied. The
eritical phases say ba defined by the AU and Biudy Pirector.

3} Documentation pf the derivation, tharscterization, and stability
taxting of the tast syhstance will e the responsidility of the
Bponsar.

&) The test subs=tance $2 va be uzed {5 vesearch and developnent
purposes only.

Test: Seguent I Study of Ferrility in Rats
Protecol Ro: Spetial frotacol Dated 2/4/88
Test Substance No: GOJ35.03 Doc. Req. Ko.: BY 054
Physical ¥orm: Fowder
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Ar. J. k. Schardein

Internatioonl Resesrch &
Davelopsant Corporation

February 25, 1988

fage 2

Hatters Snvolving the sclentific aspects of the vork can be bandled Qivectiy
vith the Sponaor’s Divistonal Toxicologist. All unused samples are to be
teturhed to the Divisjonal Toxicolegist at the folloving address (the cost of
shipaent should be included in the study ¢ost). Tha coxt of this study vill
be shacad aqually by two P6C Divivions. Fleasy sand separate invvices to:

Or. Greg Allgsod Telephone (513) 530-4098 Dr. Gerald Ssase

The Procter & Garble Company R&D Labts

11%55) feed Bartamar Higsvay -~ Roor BHIDIY Richardson-Vicks

Cincinngtf, Chiz &Zl&l Rushazm Fark
Vhite 881l lLane
!.‘hll. Surrey

T¥20-9H40, Englangy
The Richzrdson-¥icks javeice should reference budget eode 74D-510-01D-A.

Complate hoth coples of the sttuched protocol by adding your study number,
proposed start and conpletian dates, study ¢vst and bave the Study Director
Fign e&nd dste thes., The Siudy Ditector should define the swart end coupletion
dates ¢n the protococl. Retain one copy and return ont copy to me, along vith
a lerter stating that you agree to 40 the vork spacilied in the witached
protoenl. Throe copies of the 4rafyi ceport are needed ax 30en as possidle,
and are fc bs sent to =y attention at the addcess zshown on the lerrerhead.
Alzo, complete the attached znival accounting fors and retucn #r with the
final report.

The inveice for this 2tugy “hauld be sent to:

Mr. Jie Matthevs

The Practer o Gatl = €. pan

11511 BReed Bariman Highvay - Rooz HBZD21
Cincinpati, Ohio 45241

Sipcerely.

T4E PROCTRER § GAMBLE COMPANT
fiesearch & Developzent Departmant

/Jﬁﬁ‘ /Corfvs-x
G. 4. Rixon
Buman b Environmental Safety Division

-~

I R
Cisilinzea
E. ntess, PR.TD.
Direcior, Bucar & Savironmenzal Safseiy D:iv.

Approven:

5t
cc:  Study Tile
MYl QAL

G. B, ?Jlgaad
“—-‘\J-«.ﬂ; M AH "
R Bl N MUY Y
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DITERYATIONAL RPSPARCH AND DNEVFLOPMEWT CORPORATION

PROTOCOL BEVISION OR CTARIPICATION

(TSIE# ©0539.03)
Prutocol Shast ¥, 4 Study Mo, 191-1395 (ORDF BYO76L)

TIYLE: MIWWMLIHIBMIS

ITEM JUSTIRICATION

i Provision for use of !X NeOH iz test sxticle pre~
paTatiom 13 BECESEArY.

TN PROTOCOL SKVISIOW OR CLARIFICATION

A —————" T ————— el

1 1. aAppundiz II:

5. Mijust tha pB of the dosing Suspsorion to 1.0
ueing IM cirrie acid oz lft WeCH as vecessary.

ftudy Dizector Dr. Kir A. Kaller

. N ANy, T 3/23/88
Signature late

ja:S gt L
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INTZRMATIONAL RESEARCH AND DEVYLOPMENT CORPORATION

PROTOCOL REVISION OR CLANIYICATION

(TSNP G0539.03)

Protocol Sheet Ho. 3 Study Fo. 191-1385 (DRDE BYDYHL)
TITLE: SEGMENT 1 STUDY OF FERTILITY IN RATZS

1TEN JUSTIPLCATLION

1 Provision for use of IF WaOR iv teat article pre-

pavation as necessary (repest of Protocol Sheet Yoo
2, but wicth incluaion of Sponsor signature block).

ITEM PROTOCOL REVISION OR CLARIFICATION
H 1, Appendix II1:

5. Adjust the pR af zhe dosing suspansion to ¥.0
veing M citeic acid or IR NaOR &8s nscessary.

Approved By:

Study Director _ Or, Kir A. Xeller

TNt e 3j28/88
Signature Dace

1R90~42-5
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IRTEANATIONAL RESEARCH AMD DEVELOWMMNT COSPORATION

flemer = s B e e B e e

PROTOCOL REVIBION OR CLARIPICATYON

!;v:uco! $bast Ho.

TITLE: LPGMENT 1 STUDY oF FRRTILITY IN RATR

{TSINF 20539.0Y;
Study %o, 191-1395 (DRDE FYO7EL)

Page 1 of 2
JUSTIFICATION

Taclusion of Speasor suppliad dosing suspeasion
preparstion isstructions and dosage lavals
{Appaadix I¥).

Ciacvification of weekly [odd consumprion measure«
z4ats .

ClariPflecarioa of animal houding during waciag,
Clarificacion of blaod ammpling tisme,

tocigsion of edditiomal climical chemiscry.

FROTOCOL REVISION OR CLARIFICALION

tosicg suspension preparation imarructions aud
dosgge levela is appended as Appeadix IV,

Individusl tventy-four hour food consumption will
be weasured on the lat day af ssch wmak for all
adulte up to the msting period wnd efter the mating
pn;sod for wales apd ava-bred femsles. (page & of
17).

Stody Dirsctor _ Dr. it A, Keller H

B SR T A ©/07/88

-

3
PN

GH WE B S5 mb @N G K W U 0w

4

57

Dace




i52

INTERNATIONAL RESEARCR AND DEVELOMYNY CORPORATLON

PROTOCOL REVISION OR CLARIFICATION
(TSIRd €DS35.03)
Srotocal Sheat No. 4 Study No. 191+1395 (DRD# BYO?64)

TITLE; SEGHENT 1 gTUDY OF FERTILITY IN RATS

Page 2 of 2
ITEM PROTOCOL REVISION OR CLARIPICATION

Animals will be nopused in wire-mesh csges during
the matiag period to sllow for detwction af copula-
tory pluge (page of L7).

% Os the I3th day of gestatiom, pricr to sacrifice, a
blood esmple Ulgll be drawn from the 10 pteviously
zandamly seiected females chosen for [l-day cterine
exgmination (paga ? of I7).

= R
¥

M R A BRI mA SR RS G SB Bh W 6w o

] In addition to the ctlaical cesting curlined om
page 3 of )7 eud 7 of 17 of the protccol rhe
following serum anslyses will be conducted co all
collected blovd smmples from femalea chasen for 13
day uterine examinstion:

Glucose

Bun
Crestinins
Cholesgeral
Trigiycerides
Alkaline phccphatase
3601

SGPT

Albumin

Tozal protein
Ce

14

4

[ ]

Fe

'

Approvad By:

__%zu&__i%ﬁl{i
Dr. Greg Allg te

Scudy Divecror _ Dr, Kit &, Keller

~Noa e X 4/07/88
Signature Data

IR3D-49-5

oo
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2rotocol = Appendix TV V}\\*‘& '
Dostag Busrefsisz S-epavation Instructioas
Dossge Levals
Dosags Boeing Suapangion
Rupbar Sog/kgfday) Comcenrzarice {sgfml)
1 (vehicle 0 b
control)
2 16 %.0 2.5
k| ta0 40.0 2.3
250 100.0 2.5

Yots: The procedurss lietad balow provide {natructions for the
praparstion of 100 grams of dosicg suspensions. The procodures may
be scaled ¢p to praducs isrger guantizies of doatng yuspensions if
necaasary. Dosing suapasnsion zhould be prepared waekly.

i, Prepare an apprepriste volust of a solutimm of 1.02 (w/v) Mathylesllulowe
(USP/PCC grada, 4000 ¢ps) in deionized, Jdistilled watar.

2. Ad3 the sppropriece amomnt of tha tgpt aubstsnce {ses below) ia 5.0 grams
of Palyethkyleno Glycel M0 {Carbowax PEG 408, WP}, The PEC can be wvarmed
to approcimacely 37 dogresa Canmtigrade to improvs the solnvhility of PEG.

3. Add tha PIG solulion alewl, (vnder wgitacion} ro the eppropriats amount of
the Methyleallulosa solution (aes below) to prepars 00 grags of the f{oal
dosing suspesusion.

Dosing Suapension Tasr Subscsnce 13 Machylcelluloga Solutian
Concencracion { =ama) PBE 400 Naedad %o Maka 100 Grams of
)| Addad to PG {prams) ¥inal Doaing Suspensioo
Placebo Yehicle Q0 5.0 45.0
4 agf=l 0.4 5.0 q98.6
40 agfel £.9 5.0 J91.0
100 mg/ml 10.0 5.8 85.4a

4. Scuilcare the doaing auspension for appraximately 30 seconds.

5. Adjusc the pH of the doging suspengion to 7.0 using 1M citrie acid and
1N NaCd.

6. Somicats the doaing suspengtiovs at the hegluning of sach day prior to
commbcenent of dosing. Agirace the d53ing suspenaion gently during the
dosiog procedures wtih 3 magoetic stir barfevirrer.

Hoce: The componencs of the PEGiwachylcallulowe w.1icle mey ba couveniently
opdered through Pdaher Sclemgtific.
Mathylcellologe (4080 centipoise) Faher Catalog #M-352~500

Carbowaz PEG 00 #isher Carslag #F-167=]

FRO4/146~2(2)
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IMTERNATIONAL NZSEARCH AND DEVELOPMENT CORMONATION

PROTOCOL REVISION Of CLARIFICATION

(TSI8# G0338,0%)

Protneol Sheet Mo, $ Study Mo. 191-1383 (DIDS AYOYEA)

TITLE: SECHENT 1 STUDY OF FERTILITY 15 RATS

I JUETIVICATION
1 Clarificstion of Appendiz 11 - Tissue Collection
Liat.
LTEM PROTOCOL. QEVISION OR CLARIFICATION
1 Delete “skin {crestwent area sein)" smd “gall-

hladder” go this is u gavage adainistered study in
rats aad therefove providion for collection of
theve tisauas ig 6ot sppropriats.

Approved By:

_p e ] s
br. Greg Allg  Date

Study Director _ Dr. Kit A. Reller

Nz o m; 6/30/88

S8ignature Date

1RG0-49+5
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IRTERRATIONAL SESEARCE AND DEVELOFMENT CORPORATION

PROTOCOL. REFISION OR CLARIFICATION
R (TSIRS GO535.03)
Protocal Shoer Mo. 6 Study Bo. 19:-1395 (vand BYGI6&)

A —— A —t

TITLE: SECHENT I STUDY OF PERTILITY IR RATS

I JUSTIFICATION
1 Identificetion af additional test arcicle
shipasat.
1mn 2ROTOCOL REVISION OR CLARLFICATION
i sditional shipment of the cest srticle, 50535.03
- , i» identifiad as IRDC Ho. 9541C,
,%\ ‘Ilkt
Apgproved By:
as [‘QP‘[ SIS
Br. Greg Allgoad Date
Study Direstar  Df. Xik A. Keller
i PR A i 7/18/38
Bignature Date
1RIO=L9~5
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INTRERATIOHAL RESEAXRCH AND DEVELOPMENT CORPORATION

PROTOCOL REVIALON OR CLARIFICATIOR

Pttt P e ————— A S S

Prorocok Sheet Mo, 7 Seudy Mo. 1911395 (BEDF AVQAIEL)

TITLE: SDGMENT 1 SIUDY OF FERTILITY IN RATH

I JUSTIVICATION
1 {tange in IADC Personasl Raaponsibilities due to

rasigaation of Dr. Kit A. Kellez.

ITEM PROTOCOL REVISION OR CLARIPICATION
1 Iffective Jasuary 16, Che Study Director of the

study is James L. Scherdeir, B.8., D.A.T.S,

Study DirecCor _ Jamas L. Schardein, M.§5.

IR90-49-5 .
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INTERNATLONAL RESBARCE ABD DBVELOPMEWY CORPORATIOR

PROTOCOL REVISIOR CR CLARIFICATION

Se— N o {181%¢ ©0559.037
Protocol Sheeat Ho. 8 Stody Ho. 191-1395 (DRDE BYO764)

TITLE; SPGMENT I SYODY OF FERTILITY IN HATS

LTeM

ITEM

JOSTIFICATION

Correction of body weight cange for animals wveed in
study.

PROPOCOL REVISION 01 CLARIFICATION

Actual body weighr rasge for snimale veed io asrudy:

Males: 169-240 g
Femslen: 226-293 g

Approved By:

Sponsor’s Esfreseulative

IRS0-49-5

Study Director Jamee L. Schavdein, N.8.

{ Jvn Maf&sne

Bipl%re Date

3




INTERDEFARTHEENTAL CORREEPONDENCS

FROM: R. M. Sicunclfi DATE: June 3, 1988
T0: {Srady Plle R/L:  NOM-DISCRETIONARY
SUBJRCT: MONTTORING VISIT

The following study vas reviewed for data quality:
LABORATORY: IROC

STUDY ND.: 191-1395

TSINs GD539.03 (Seg I Fert Rats)

DATE OF REVIEW: Muy 18, 1988

REVIEVED BY: R. M. $i. nolfi/‘/&

3t

ce: Divisional Tonfcologist - G. 5. 3llgood
F. E. [_>~herg



IN

FROM:

3

.

TEBDEPARTAHENTAL CORRRSPONDERCE

G. A. Nixon DATR:

Study File B/L:

WORTYORING VISIT

The folloving study was reviawed for data qualiry:

LABURATORY: IRDC

gTUDY HO.: 191-1395

TSIN: GU339.03 (Brg. I. Pert. &ats)

DATE OF REVIEW: 7/21/88

REVIEVED BY: G. A, Ni..n

A g AatlTF
st

Divisional Toxicologist -
F. BE. J.acherg

ool

G. S. Allgeod

July 27, 1988
NON-9TSCRBTIONARY



IMTREDRPABTHENTAL CORRESPORORERCE

FROM: G. A. Hixen DATE: October 26, 1988
T0: Study Pile RIL: HOR-DISCRETIOMARY

SUBJSCT: NOMTTORING VISIT

The folloving study wae reviewed for data qualicy:

LABORATORY: IRDC

STUBY NO.: 191-1395
TSIN: $0539.03 (feg. I Pertility in Rats)}
DATE OF RRVIRU: 10/5/88

REVIEVED BY: G. A. Nixon
st

ecy Divsisional Toxicologist - G. S. allgood
P. E. Preecberg




PN e o ST SN DN

YEST ‘SUBSTANCE CHARACTEETZATTON REPOKT (TSCE. i
: i
TSN gY SALa :

Tent Avzicle

{Product/Ingredient): _Q;mimx® Brand Ketebook Ref: .

Physical Porm: soliul ph: ﬁ—ﬁ !%E solution in vztezi
Color: Off-Mhite Expirat te: M&

Storage Conditioms! Bazsrds: —bgIrosive 5

e ————————

¥ TRoom Tempsratvre ;

Other

BtabZlity Testing ik:

I Completed
In Progress
D.0.7. Bazard Clesaificetion: Ngn—ha!erdousmut combustibla
Thege chemicala/teat articlss have beso checked X Yeo
against the TSCA inventory list. —_ b

Pormulated Lopposition

Tazget Targee
B Nominsl Attusl Meagured Stock
a {C.A.5.) Coaponent Component Cotponent Code
Component {Nunber) Lavel Level Level Na, Lot Number
I
, octopirad® - 100 100 99.5 BX288 2

(e} TUse chemical or CITA usmes which uniquely Sdentifies ecach cowponsnt. Common,
foa-chemical sames such ax (Tergitol 15-5-D or yellow 4ys #18) should ba fmdicaced ¢p
parentheses following the chesical nane, XNoo-dafipitive identificatrion {c.g..
B(-Brsa, &rqued) 1is not acceptable.

(b} CAS numberz mhould be included whemever avaiisbla. They are especially ixportan:t for
mais cosponentx of the formuletfon.

TAL/005
e/e?

oo




ASALYSIS
Dats Subzdtter Code Hsanuyed Laboratory Testing
Submiteed Or lab Notebook Analyaics {X) * Yalue liutte Or Data Source
5/8/67 85149005 NCT b 4 Pags Pass SWIC Micr
88025018 MCT Paas &las b
85149005 Active Adsay 93,51 9B,.0-101.5% SWIT Analy
- 88025017 Active Aspay 99.52 " * o "
85149005 R Pugs Must match  SWIC Apaly
and standard
88025017 EpsctTum
85149005 Appearance Pass Pany P
and
87127003

* Analysis vequired by toxicologist or microbiologist |

Approvals: The test eubstance sa made and charscterized 1s a representative example of
the intended formulacion. Making records for plant-made product are
being/have baen sbeained and evalusted by Products Eesearch.

frocess Developmant: Y AP T S M- ;f.rf/?i/
{Signaturae) (Data)
Producte Ressarch: ]\.Pc
(8ignature) {Date)
Acceptable Microbial Sueceptibiiity: C/EpP
a 3
GMP Quality Amsurance: /? “ﬁ: 2
{gaature Dace

(Attuch batch rocords for CMP review)

finished products wtll be racained by Quality Aszurence

T canplasy

Tols substance has been appropriately choracteriaad ond is scceptable tor testing ontlinad
iz the attached DRD,

Tviesoo Mlcologiic H

VAl/005
B/87



IXTERDEPARNTHENTAL COBRRESPORDENCE

FROM: DATE:
TO: Operations Sectfon RsL:

SUBJECT: RONCLINICAL STUDY REGULATONY STATUS

¥otification pertsining to: DRD ¢ BYozgy
sy OS5 39.03

1. The study described in the ghove pratocol is to he conaidered:

IX] Safety
f ) Aegulated Safety

[ J Investigational

2. (A) The data is expected to be submitted to the following
regulatory agencys

L4 o
1 EP4
i uther

C
{

[ 1 The dats 13 not expected t. da submitted to & regulatary
agenoy. (Bores ¢4 and #5 below need not be checked)

3. [OKX] The test substance has been characteriged and results are shown
o the test substence characteriration repart (ISCR).

4§, 01 The wethod of synthesis, fabrication. or derivation of the teat
related subs.:nces has been documented (required for regulsted
studies},

5. P<J Stability testing has been done or will be done on the tast
substance (required for regulated studies).

Sponsor's Divisional Toxicologist

Date: J—'! H gg?
bg: REGSTAT

10423786 '



